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Tue MEDICAL profession, as well as the dental profession, is cogniz- 
ant of the various manifestations of allergy which may be associated with 
other problems in any of the specialized branches of medicine. The prac- 
tice of allergy as a specialty is based upon technical studies attendant to it 
and may be practiced best in a so-called clinic by someone limiting his work 
to this specialty, but not to the exclusion of a wide and broad consideration 
of problems from the point of view of internal medicine. The clinical 
practice of allergy is ideal because of the proximity of other specialists for 
consultation, particularly when problems are encountered that require 
detailed investigation in order to establish a definite diagnosis. A specialist 
usually sees patients who have been previously treated by general practi- 
tioners or men in other specialized fields of medicine as well as dentistry, 
and these patients are referred either because of the significance of allergy 
in the differential diagnosis, because the allergy has not been recognized, 
or because of the complexity of the problem. 

The importance of the handling or management of major allergic prob- 
lems cannot be overemphasized. It is well established that approximately 
50 per cent of the patients seen in medical practice have some form of 
allergy, and 10 per cent of these hypersensitive individuals require treat- 
ment. It is desirable that these patients receive competent care from their 
family doctor in the control of their allergic problem, whether it be one of 
an allergy of the respiratory tract, including acute bronchial asthma, asth- 
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matic bronchitis, allergic bronchitis, allergic rhinitis, seasonal hay fever; 
of the gastrointestinal tract, including gastrointestinal or food allergy; 
allergic migraine ; varied skin manifestations of allergy, including urticaria, 
angioneurotic edema or one of the other allergic dermatoses of the various 
types. In contact dermatitis as one might observe in the practice of den- 
tistry, a sensitivity to various types of dentures, restorative materials, or 
drugs used in such a practice, chemical or food contact reaction is seen. 
In the majority of those patients having minor manifestations of allergy, 
these cases are satisfactorily handled by their physicians in general practice, 
but those having major manifestions frequently require the services of men 
in allied and specialized fields, such as otolaryngology, internal medicine, 
dermatology, as well as dentistry. 


REVIEW OF THE LITERATURE 


Intolerance phenomena of buccal mucous membrane were considered by 
Sidi and Casalis, who emphasized that among disturbances of the mucous 
membranes, manifestations of intolerance or allergy are essentially individ- 
ual and should be differentiated from the usual toxic manifestations. The 
authors cited a case of a woman who had eczema on her forearms of six 
years’ duration which was proved by strong reactions to be due to products 
containing mercury that were in large amalgam dental restorations. Follow- 
ing removal of these amalgam fillings, the patient’s eczema receded in 
eight days. The authors further stated that buccal polymetallism, denti- 
frices, pastilles, and even absorption of certain medicines, such as pro- 
caine, iodized or a mercury oxycyanide mouth wash, can produce purely 
subjective symptoms of the mucous membrane or serious oral edema. More 
rare are vesicular eruptions and “blisters” caused by multiple products or 
their etiologic factors. When one suspects a contact reaction from a definite 
agent, such an agent should reproduce the lesion. It was emphasized that 
the difficulty of this procedure was encountered because of the fragility 
of the mucous membranes, which is endangered by trauma, and also the 
difficulty of determining a diagnosis in the presence of saliva. Certain 
procedures in use include daubing the mucous membrane in certain cases of 
great sensitivity, finger contact, the use of lozenges in which the allergen 
is incorporated, denture contact and the use of small rubber cups. 


We have observed one patient with a sensitivity to Karaya gum, which 
may be used in many foods as well as bulk laxatives and in wave-set 
materials. This patient was patch-tested by placing a small amount of the 
gum in the mouth external to the teeth between the lower lip and the gums 
and leaving this in contact for a period of hours. Not only have we 
produced contact reactions on the labial mucosa, but also on the rectal and 
vaginal mucosa, as well as contact reactions produced from patch tests to 
the skin. 


A contact allergy was reported due to mint chewing gum by Sugarman.’ 
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This author brought out the fact that reactions in sensitized persons may 
occur from certain foods, protein substances, or plant pollens, and cited 
a case of hypersensitivity to a mint chewing gum, in which the lesions 
were characterized by an aphthous ulcer. This author emphasized the 


Fig. 1. Aphthous stomatitis. 


Fig. 2. (Left) Erythema multiforme (mouth). (Right) Erythema multiforme 
(genitalia-urethra). 


importance of careful history taking in establishing a diagnosis and also 
the advisability of discontinuing other potential aggravating substances, 
such as tobacco. Moodie* reviewed the subject of erythema multiforme 
exudativum and stated that this disease affects in varying degrees the 
skin and mucous membranes, especially those of the mouth, the eyes, 
and the urethral tract, having an acute febrile onset. The average case 
runs a self-limited course of from one to four weeks. Symptoms, severity, 
and course vary considerably, and even death has been reported. He 
brought out the fact that one of the early symptoms may be that of a cold, 
sore throat and coughing, and, after several days, the appearance of the 
lesions, which may be numerous, discrete or confluent. They are usually 
round: and oval and extremely superficial; the vesicles are at first clear, 
but in six to twelve hours become eroded, resulting in a superficial ulcera- 
tion covered by a grayish-white pseudo-membrane. It is not unusual for 
these lesions to become secondarily infected. The commonest oral sites 
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are the inner aspects of the cheeks, the lips, the palate, the tongue. 
Excessive salivation with extreme discomfort, inability to swallow, fis- 
suring of the lips, and crusts are also noted. 


Fig. 3. Allergic facies. 


The senior author has seen two patients with erythema multiforme 
which will be presented. Little is known of the pathogenesis of this dis- 
ease ; however, since the advent of aureomycin, it has been felt that there 
was a possible viral etiology. We have treated only one patient quite 
successfully after a course of treatment of five days with aureomycin. 


Miller* studied maxillary arch dimensions and occlusal relationships in 
nonallergic and allergic young adults to estimate the effect of nasal allergy 
on the bony structures of the dento-facia area. The author selected 224 
men and 202 women with no history or symptoms of allergy from a total 
of 6,080 freshmen examined at the University of Michigan in the fall of 
1948. There was no evidence in this group of a relationship of malocclu- 
sion either in the presence or absence of allergy. 


Todd® et al did serial studies of growth and development on allergic 
children as compared with normal children. They found that obstruction 
to the upper respiratory tract due to edema of the nasopharyngeal wall 
and turbinates results in nasal obstruction, septal deviation and under- 
development of the sinuses, with consequent diminution in vertical growth 
of the face and projection forward. This produced a narrow, pinched 
nose with constriction of the upper dental arch, resulting in an inadequate 
space for development and eruption of teeth, thus, the “allergic facies.” 
According to Vaughan,* Duke first emphasized the characteristic facial 
deformity in nasal allergy and stated that this consists of an undevelop- 
ment of the malar prominences, presumably due to underdevelopment of the 
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sinuses, resulting in a relatively flat-looking face. Vaughan also quoted 
3owen and Balyeat who reported that the so-called adenoid facies is often 
due to allergy, and they speak of the overriding upper incisors and the 


Fig. 4. Contact stomatitis 


from acrylic dentures. 
(Upper left) Before treatment. 
(Lower left) After treatment. 


(Upper right) Positive patch 
test. 


Illustrations, courtesy of Dr. 
Stuart Horner. 


V-shaped palate or Gothic arch. They found this type in 24 per cent of 
100 children suffering from chronic nasal allergy, and in but 5 per cent 
of 400 controls. Vaughan was of the impression that the depressed m@lar 
prominences were more characteristic of chronic nasal allergy. 


Fisher? reported allergic sensitization of the skin and oral mucosa to 
acrylic denture materials, and reported four cases of contact type of der- 
matitis from this material in which he did patch testing procedures. He 
made observations of clinical responses to avoidance and re-exposure of 
these patients, and noted that these patients had allergic eczematous der- 
matitis due to sensitization to the materials used in these dentures. 


Since Fisher’s’> initial report, he now states that the heat treatment 
of acrylic dentures containing a monomer no longer causes any reaction 
in those patients who were formerly sensitive to the unheated or cold set 
dentures containing residuals of a free monomer. However, although he 
did not observe any reaction in the small group reported, this does not 
exonerate acrylic dentures or prove that these patients may not subse- 
quently react to a heat-treated acrylic denture. (Such a case was observed 
by Horner."*) 
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Angioneurotic edema and oral manifestations of allergy were discussed 
by Sherr,’ who gave a detailed description of angioneurotic edema, and 
emphasized the occurrence of fatal edema of the larynx and glottis. He 
stressed the serious aspects, including the involvement of the larynx, 


Fig. 5. Edema of trachea and glottis (phenobarbital). (Left) 
Exterior view. (Right) Interior view. Illustrations, courtesy of 
G. W. Mann, M.D., chief medical examiner for the state of 
Virginia. 


which may cause suffocation, and the necessity of performing a tracheot- 
omy. He further stated that several deaths have been reported from 


edema of the glottis. In addition to an allergic etiology, Scherr suggested 
endocrine disorders, foci of infection and psychogenic factors. It is felt 
by many allergists that foci of infection may produce a bacterial form of 
allergy something like the tuberculosis type of reaction. 

A case of allergic stomatitis due to baxin in a dentifrice was reported 
by Fisher and Lipton.* The patient cited by the authors demonstrated a 
tongue that was cherry-red, glazed and swollen, with loss of taste and 
numbness ; the lips were dry and scaly, and the fissuring at the corners 
of the mouth suggested vitamin B deficiency. This patient had used a 
new ammoniated dentifrice containing baxin, and the lesions cleared 
twenty-four hours after the tooth paste was discontinued. Patch tests 
with baxin-containing paste caused a fine vesicular reaction within forty- 
eight hours, and control tests with five different ammoniated dentifrices 
were negative. 

The subject of allergies to local anesthetics has been considered in some 
detail by Mitchell,*° who cites instances in which the personnel handling 
local anesthetics subsequently developed a contact dermatitis. He quotes 
the literature regarding deaths from local anesthetics cited by such authors 
as Derbes and Englehart, in which they bring out the point that previous 
exposure is necessary to produce an allergic reaction, and they further 
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state that a cross-sensitization exists. Thomas and Fenton** reported 
three fatal reactions in nine patients who reacted to pontocaine. A 
physician, aged thirty-six, a known asthmatic, was given 2 per cent 
pontocaine by pharyngeal spray prior to doing a bronchoscopy, and was 


Fig. 6. Edema of the oro- 

pharynx (uvula) after eating 

offending foods. 
seized immediately with a severe asthmatic attack, muscular twitchings, 
shock, and respiration ceased. Two other patients died of convulsions 
secondary to the use of this topical local anesthetic. Three of the nine 
patients having patch tests to pontocaine were reported positive. The 
authors further comment on the fact that it is generally recognized that 
immediate reactions may follow the use of the local anesthetic agent, but 
that it was less appreciated that there is a delayed type of allergic reaction 
which may also occur. 

There are a number of articles dealing with procaine allergy in dental 
patients. Rickels'' suggested a clinical procedure for testing a patient’s 
sensitivity to procaine, and in ten patients suspected of being allergic to 
procaine, positive intradermal tests were obtained when procaine was 
used; this same group showed negative tests with xylocaine. Five control 
patients reacted negatively to both local anesthetics. He further stated 
that xylocaine had been used for a year in the procaine-sensitive cases 
without untoward reaction. (The authors observed a woman having a 
local reaction to xylocaine and also procaine, confirmed by strongly positive 
patch tests, in which control tests were negative. ) 

Allergy to procaine hydrochloride with three fatalities was reported by 
Creip.42 In one of the three fatalities observed, death occurred after the 
use of a local anesthetic for the extraction of a tooth. He emphasized that 
reactions to local anesthetic drugs may be divided into toxic and allergic 
reactions, and those allergic reactions may include contact dermatitis, a 
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serum sickness reaction (anaphylactic or accelerated) and atopic reactions. 
Creip further stated that patients who are allergic by heredity may be 
sensitive to procaine hydrochloride in such a way that immediately upon 
exposure severe bronchial asthma, urticaria, angioneurotic edema may 
develop. The suddenness of onset of reaction and the extreme severity 
may cause death. This is similar to the death reported by Thomas and 
Fenton’* cited previously. Angioneurotic edema of the soft palate and 
uvula of similar severity follow ingestion of food either as a result of 
contact or a severe atopic type of reaction. 


DIAGNOSIS 


Since certain allergic conditions mimic other disease entities and must be 
differentiated from them, allergy must be considered as a possible cause 
in the differential diagnosis of perplexing medical and dental problems. 
Adequate history-taking is of paramount importance and cannot be over- 
emphasized. A carefully elicited detailed history may be a decisive factor 
in the making of the diagnosis and the instituting of proper treatment. In 
the majority of cases we are able to establish a definite diagnosis from 
the history, with confirmatory evidence based upon sensitivity studies, 
physical examination, and laboratory studies, including x-rays, electro- 
cardiograms, et cetera. A sensitivity may be suspected from the history, 
but may not be established without special tests, until the patient has been 
given an adequate clinic trial, or until we have excluded other potential 
related etiologic factors which may be determined by adequate investiga- 
tion and consultations. Although sensitization studies are not 100 per 
cent accurate, they are still our best method for the determination of 
causative factors. The extensiveness of these studies is tailored according 
to the patient’s history and the experience of the clinician. Not infrequent- 
ly do we find manifestations of allergy coexistent with other nonallergic 
medical entities, which may respond more readily to treatment with or 
after adequate control of the patient’s sensitivities. Too often the factor 
of allergy in the diagnosis and treatment of disease is taken too lightly 
because of a lack of appreciation of the serious complications resulting 
from untreated allergic conditions. Minor allergic symptoms may be 
overlooked, and only after these symptoms become severe, and complica- 
tions arise, does the condition receive proper attention. 

We might consider an allergic patient as in a temporary state of 
equilibrium when he is without symptoms; however, when the offending 
allergens are encountered and the equilibrium is upset, one or more shock 
tissues may become involved, resulting in the varied allergic manifesta- 
tions, depending upon the system involved. We do not think of allergy as 
being cured; “once an allergic individual, always a potential allergic 
patient.” The primary concern of the physician in treating allergic disease 
is the adequate control of an acquired sensitivity and the prevention of 
the acquisition of new sensitivities. 
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In the consideration of any of the acute cases, one must determine the 
type of problem or reaction involved at the time of the first visit; it is 
then necessary to recognize the existence of a potential allergic etiologic 
factor, and to handle the patient accordingly. Not only should one con- 
sider the patient’s chief symptoms and clinical diagnosis, but also list 
minor complaints which are related to allergy. In those patients having 
related dental factors for consideration, one must exclude particularly 
foci of infection, contact reactions, and drug sensitivity as noted from 
local anesthetics, locally used drugs, including antibiotics, used topically, 
orally, or parenterally. There may be a relationship with the above 
potential excitants to the frank allergic manifestations, such as urticaria, 
asthma, migraine, angioneurotic edema, (stomatitis, medicamentosa, stoma- 
titis venenata allergy, and allergy in its relation to dento-facial develop- 
ment and periodontal disease and dental foci_of infection). 


CASE REPORTS 


It has been our good fortune to have had the opportunity of working 
with several Richmond dentists in the capacity of consultants, and in 
certain instances the patients were treated for their foci of infection by 
exodontic and periodontic procedures. 


Case 1 (No. 15470), was a white girl, aged fifteen, who complained of angio- 
neurotic edema and urticaria. Sensitivity studies showed some positive inhalant and 
food reactions. Dental consultation, including full mouth x-rays, revealed the 
presence of a cariously involved tooth with a large radiolucent area at the apex 
which indicated odontogenic pariapical pathosis of some duration. This was thought 
by the dentist to have a bearing on the patient's general medical problem. It was 
felt that she had sufficient infection to warrant the use of an antibiotic, so aureomy- 
cin was given for twenty-four hours preceding extraction. She also had an ex- 
tenuating chronic gingivitis. This case illustrates the necessity of searching for all 
possible foci, including dental foci, and the institution of proper management for 
the control of urticaria. 


Case 2 (No. 15550), Mrs. N. P. was referred to the senior author by an ophthal- 
mologist in view of an allergic conjunctivitis, both seasonal and perennial. A dental 
focus was suspected, as the patient complained of rather severe and persistent pain 
in the right cheek; dental consultation was sought. X-rays and clinical findings 
demonstrated an infected mandibular molar tooth. The tooth was removed, and there 
was an uneventful postoperative course. The patient immediately experienced 
considerable relief of pain and conjunctivitis. This woman had a rather advanced 
infection with contiguous periodontal involvement from a focal point of view, and 
thus the importance of local dental treatment was emphasized. 


Case 3 (No. 15572), Mr. J. E. S., aged forty-three had a severe bronchial asthma 
and an asthmatic bronchitis, complicated by a dermatitis medicamentosa secondary 
to the taking of Dainite® tablets, composed of ephedrine and a barbiturate, and it was 
necessary that he be hospitalized. During his hospitalization, dental consultation was 
sought. There were foci of infection at the roots of many teeth, and full-mouth 
extraction of patient’s teeth was undertaken in two stages. An alveolectomy was 
performed to facilitate more prompt and satisfactory denture construction. This 
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patient gave a remarkable response to this procedure and complementary antibiotic 
therapy. 


Case 4 (No. 15229). Miss F. R. M., was seen first in April, 1953, having a 
diagnosis of perennial bronchial asthma, both extrinsic and intrinsic, along with a 
perennial allergic rhinitis with a superimposed infection and a dental foci of in- 
fection. Dental consultation revealed a periodontally infected mandibular left first 
molar. Cultures were made of this infected area, and an autogenous vaccine was 
prepared, along with sinus washing vaccines, which were included in her program of 
hyposensitization, in addition to her allergen mixture. It was felt that there were 
repeated and definite foci, as this patient required mammoth doses of penicillin and 
streptomycin. She was treated subsequently with a combination of penicillin, strep- 
tomycin and Meticorten® with a definite response to the combined management. 


Case 5 (No. 13064). J. H. D., Sr., had a diagnosis of angioneurotic edema in- 
volving the tongue, lips, and other areas, with severe dental foci of infection, 
ethmoditis, and perennial allergic rhinitis. He gave a history of awakening from a 
sound sleep with marked swelling of his lips and tongue and a burning and tingling 
sensation. This attack persisted for a period of four or five days. The patient’s 
dentist in Atlanta extracted a tooth next to the patient’s pivot tooth, and no focus 
of infection was reported in the pivot tooth. Subsequently, he had episodes of swelling 
of the lips and tongue. On one occasion felt quite “chokey,” and en route from 
Washington, D. C., to his North Carolina residence, the train had to be stopped 
to give the patient an injection of adrenalin, 1:1,000, on account of his angioneurotic 
edema; he almost choked to death. The patient was seen later in consultation by a 
Richmond dentist. The pivot tooth was found to be a focus of infection, and was 
extracted, with an excellent control of the urticaria and angioneurotic edema. This 
man also had other allergic manifestations, particularly a rhinitis, which required 
hyposensitization with an inhalant extract and dietary restrictions for the control 
of these symptoms. 


Case 6 (No. 13579). Mrs. H. R. W., had an initial diagnosis of perennial bronchial 
asthma, menopausal syndrome, essential hypertension, cholelithiasis, and supportative 
periodontitis. Dental consultation was sought. Radiographically, the upper teeth 
were hopelessly involved, with most of supporting bone structures destroyed. She 
had a distinct fetor oris associated with an advanced periodontal pathosis, and pus 
could be expressed from around the necks of all of the upper teeth and to a lesser 
extent around the gums of the lower teeth. Recommendations included complete 
extraction of all upper teeth and the insertion of a full denture. At this time of 
extraction, autogenous vaccines were made, and patient was hyposensitized with the 
vaccines, along with the inhalant extract and sputum vaccines. With overdosage, 
her asthma was exaggerated on occasions, but subsequently, following extraction 
and hyposensitization, patient had an uneventful recovery and has been asymptomatic 
now for a period of approximately six and one-half years. 


Several other patients have had contact type reactions from dentures, 
which were proved by a positive patch test with same. With the elimina- 
tion of the offending agent and substitution of other types of denture 
material (chrome-cobalt and gold), these patients have been able to 
progress satisfactorily. 

Case 7 (H-1696). Miss B. C., a white girl, aged eighteen, was referred to Oral 


Diagnosis Department, Medical College of Virginia, School of Dentistry, by a general 
dental practitioner from Hampton Roads for diagnosis and treatment of macro- 
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gingivae and difficult deglutition. This patient had been on Dilantin® sodium for 
four years for the control of epilepsy. Present enlargement of gingivae was first 
noted after the third year of Dilantin therapy. 

Intraoral clinical examination revealed the presence of a marked gingival hyper- 


Fig. 7. Dilantin gingival hyperplasia. (Left) Before treatment. (Right) After 
treatment. Illustrations, courtesy of Dr. F. W. Wiebusch, Medical College of 
Virginia Dental School. 


plasia involving and almost obscuring the labial, buccal and lingual aspects of the 
crowns of the remaining teeth. The redundant gingival swelling appeared hard and 
firm to palpation and was not particularly painful to manipulation. Hemorrhage 
was limited to the anterior segments which appeared to be secondarily involved with 
a marginal erythema and gingivitis. The teeth were not mobile and full mouth 
roentgenograms showed a normal trabecular pattern with some interalveolar re- 
sorption. No residual periapical pathosis could be seen. 

The upper left central incisor was fractured when the patient fell during a 
“seizure” at the age of twelve. 

Lips, buccal mucosa, palate, floor of mouth and oropharynx were not remarkable. 
The tongue was normal in protrusion and showed no signs of residual scars com- 
monly seen in older epileptics. The patient had a subnormal mentality but was 
co-operative during dental examination. 

Routine laboratory findings were within normal limits and a gingival biopsy 
confirmed our clinical impression of gingival hyperplasia secondary to Dilantin 
therapy. Patient was referred to the Periodontics Section for necessary therapy in- 
cluding gingivectomy, curettage and home care instruction. 


While gingival hyperplasia is not seen in all patients receiving Dilantin 
therapy, it has been our clinical experience that the frequency and degree 
of gingival hyperplasia appears to be more common in those persons 
with below average mentality, together with a concomitant lack of digital 
skill to maintain proper oral hygiene. 

Although the mechanism of this allergic reaction of the gingival tissue 
to sodium dilantin is believed to be brought about as a result of fibroblastic 
stimulation and a subsequent increase in collagen, local trauma, salivary 
accretions and the state of oral hygiene cannot be overlooked as possible 
predisposing factors in this peculiar phenomenon. Further emphasis to 
this becomes more apparent by the fact that a search of the literature 
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and experience with more than twenty cases seen by the authors do not 
reveal findings of similar hyperplasic responses to Dilantin therapy else- 
where in the body save in the gingival tissues. 


Fig. 8. Phenacetin glossitis. Fig. 9. Penicillin glossitis. 


Fig. 10. Sulfonamide glossitis. 


COMMENTS 


Herpes labialis and aphthous stomatitis have been seen repeatedly to 
follow viral infections or after eating certain foods. 


Stomatitis medicamentosa secondary to sensitization of the oral tissues 
to certain groups of drugs has been observed repeatedly. These lesions 


are of the fixed drug variety usually and make reappearances at a given 
area following recurrent exposure. The most frequent drugs that fall into 
the category of dermatitis medicamentosa or stomatitis are those containing 
phenolphthalein, barbiturate, salicylate, arsphenamine, belladonna, arsenic, 
mercury, bromides, codeine, quinine and sulfonamides, according to 
Burket."* The authors cite personal observation of similar reactions to 
penicillin, sulfaguanidine, sulfonamides, Gantrisin,® Dilantin,® phenobar- 
bital, quinine, Achromycin® and phenolphthalein. At times patients may 
have some constitutional symptoms accompanied by fever, malaise, pur- 
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puric tendencies, and even death. Specific stomatitis is seen to occur 
secondary to foods, which are determined by sensitization studies and 
reproduced at will by exposure to these incriminated foods. Some of these 


Fig. 11. Quinine glossitis. (Upper left) Before treatment. (Upper right) After 
treatment. 

Fig. 12. (Lower left) Urticaria following achromycin therapy. 

Fig. 13. (Lower right) Erythema multiforme following phenophthalein. 


reactions are extremely rapid in onset. One patient who had been sensitive 
to nuts developed an aphthous stomatitis in a matter of less than five 
minutes after eating cookies with nuts in them. 

Contact stomatitis resulting from allergens or agents to which the oral 
tissues are sensitized, usually local, may have the appearance of a fiery- 
red color with a smooth, waxy appearance due to the associated edema. 
Patients frequently complain of intense burning and itching. There may 
be multiple ulcerated superficial and necrotic areas of tissue reaction. 
Usually the removal of the offending agent determined by positive re- 
actions or significant history offers the patient relief. One must still 
consider in addition to contact type of stomatitis, an aphthous stomatitis 


NovEMBER-DECEMBER, 1957 615 


PROBLEMS RELATED TO DENTISTRY—THOMAS AND SYROP 


coincident with foci of infection, secondary to the teeth, gall bladder, and 
other areas. We have had patients who have responded to autogenous 
vaccines, and two instances of stomatitis resulting from foci of infection 
in the gall bladder, from which autogenous vaccines were prepared by 
Lyon drainage. 

It has been suggested that allergy is one of the causes of dental 
deformity and of periodontal disease. This is in line with the explanation 
of allergic facies or adenoid facies as mentioned earlier. Other charac- 
teristic symptoms observed with these patients are wrinkling the nose, 
rubbing or pushing the nose upward, and exhibiting grimaces. These 
characteristics are termed at times “an allergic salute.” Children with these 
symptoms require adequate dietary consideration and general supportive 
medical and hygienic measures. 

Dental foci of infections have produced varied allergic phenomena in- 
volving varied systems of the body, including asthma, angioneurotic edema, 
urticaria, migraine, et cetera. If one is unable to establish a dental focus, 
other possible foci including prostate, gall bladder, tonsils, sinuses, cervix, 
et cetera, should be excluded. 


CONCLUSIONS 


One cannot overemphasize the importance of continued professional 
medico-dental cooperation in the handling of patients with varied allergic 
manifestations secondary to foci, as well as the control of other disturbing 
symptoms. The recognition of the multiple conditions of an allergic nature 
as related to dentistry have been cited and the combined management of 
these patients has produced gratifying results in many instances. 

It is emphasized that not only should the allergist appreciate the dental 
component, but the dentist also should always be constantly on the lookout 
for potential allergic reactions involving the lips, mouth, teeth and adjacent 
areas. It is the responsibility of both the physician and dentist to see that 
these patients receive an adequate investigation and that appropriate 
treatment is instituted. 
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WOMEN’S AUXILIARY SCHOLARSHIPS 


The Women’s Auxiliary of The American College of Allergists announces that it 
has contributed to the College the sum of $300 for scholarships to the Instructional 
Course of the Fourteenth Annual Congress of the ACA, April 20-22, 1958, at 
Atlantic City, New Jersey. These scholarships will be awarded in accordance with 
the order in which applications are received and on the basis of the merit of the 
application. Physicians who wish to be considered for these scholarships should 
send their applications to the Program Chairman, Dr. Merle W. Moore, Medical 
Arts Building, Portland, Oregon. 


COURSE IN MOLD ALLERGY 


The Association of Allergists for Mycological Investigations, Inc., will sponsor a 
course in mold allergy immediately following the April college meeting. Repetition of 
this course was clearly mandated from the interest shown in the first course (1957). 
The 1958 course will allot more time to laboratory exercises. An innovation will be 
a discussion of practical aspects of mold allergy by allergists representing six 
geographic areas of the United States. 
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ACUTE DRUG REACTION DUE TO THE BARBITURATE 
FRACTION OF REDUCING PILLS 


Case Report 


BERNARD M. ZUSSMAN, M.D., F.A.C.A. 
Memphis, Tennessee 


Tue following is a report of a patient who was allergic to the barbitu- 
rate fraction of a reducing pill, but not to the amphetamine portion. 

As a rule, the amphetamine type of agent, which is commonly employed 
as an ingredient of practically all reducing pills, has been noticeably free 
of reactions. Drug eruptions of various types due to amphetamine have 
been reported, but these are rare. This is fortunate, considering the mil- 
lions of tablets which the public has consumed in recent years in its frantic 
desire to take off weight. However, the same cannot be said of the barbit- 
urate fraction, which is usually put into many reducing pills, to take the 
edge off the central nervous stimulating action of the amphetamines and 
similar anorectic drugs. The patient, whose case history we are about to 
describe, showed a selective drug allergy to the barbiturate fraction con- 
tained in reducing pills, but not to the amphetamine fraction. This is 
clearly shown by the fact that she can take Dexedrine® or similar substances 
without any reaction whatsoever, but the combination of Dexedrine with 
a barbiturate produced the most profound disturbance described below. 


REPORT OF A CASE 


A forty-five-year-old woman was referred because of a severe type of drug re- 
action following the ingestion of one Ambar Extentab®, which she had taken for 
weight reduction three weeks previously. Within thirty to forty minutes after tak- 
ing the tablet she experienced chills, fever, vomiting, and an itching eruption of 
hands and forearms. The following day the rash and swelling extended to the lower 
extremities, and became generalized on the third day. On the fourth day, vesicula- 
tion appeared over most of the body with oozing of serous exudate. On the fifth 
and sixth days, exfoliation of most of the skin surface took place, and by the 
tenth day most of the exfoliative process had resolved. During this period she 
was seen by several other local physicians, all of whom expressed a great deal of 
surprise at the severity of the reaction. One physician stated that he had never seen 
a similar reaction in more than fifty years of practice. 

When the patient’s history was taken, the following facts appeared significant. 

1. Twelve years ago she had her first trouble following a “pink sleeping capsule.” 
This consisted of a delayed reaction with chills, fever, itching and hives. 

2. Three years ago, she was given 300,000 units of penicillin and promptly broke 
out in a rash. 

3. Two years ago, she was given 14 gr of Seconal® for insomnia, and again had 
an allergic drug reaction. 

4. In August, 1955, she was given phenobarbital 114 gr for restlessness and again 
presented a drug rash. 

5. In November, 1955, the patient was desirous of losing weight and borrowed 
some Dexamyl® from a friend; she promptly had another allergic drug reaction. 

6. In spite of all these episodes, and several more, known both to the patient 
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as well as the physician, she was given another different tablet for weight reduc- 
tion, in this case Ambar. The patient promptly had the most severe reaction of 
all, as described. 

When the patient was seen in the office, she was found to be nervous, apprehensive 
and somewhat emotionally unstable. Her general physical examination was negative. 
Her blood pressure was 130/70, pulse rate 72 per minute, leukocytes 7,650, erythro- 
cytes 3,500,000, hemoglobin 14 gm or 98 per cent. The differential count showed 
polymorphonuclears 55 per cent, lymphocytes 43 per cent, eosinophils 2 per cent, 
monocytes 0 per cent, basophils 0 per cent. The skin showed circumscribed red and 
brownish pigmented areas practically all over the body and extremities. The 
patient states she has had this type of rash for the past twelve years, and that 
with each subsequent reaction these areas are the first to flare up. It seemed, there- 
fore, that these lesions represented a “fixed type” of drug eruption, apart from the 
severe acute type of reaction described above. 

There were no vesicles, or bullae present. There was evidence of a residual ex- 
foliative process seen in the web spaces between fingers on both hands. There were 
no other relevant findings. It was felt that allergy skin testing was superfluous, as 
the history so obviously indicated drug allergy, and nothing else; also, that any 
attempt to reproduce the skin rash by means of drug ingestion, would be extremely 
hazardous for the patient. The only treatment prescribed was a 1,000 calorie 
reducing diet, and strict instructions as to the avoidance of any sleeping or reducing 
pills of any type. Inasmuch as the patient gave a history of penicillin sensitivity, 
we suggested the use of one of the other antibiotic agents which she apparently 
can take without trouble. 


DISCUSSION 


Ever since 1911, when phenobarbital was introduced in this country, 
there have been numerous reports of a wide variety of skin reactions at- 
tributed to its use, and to similar related compounds (pentobarbital, amo- 
barbital and secobarbital). These eruptions include, the generalized mor- 
billiform or scarlantiniform rash, the bullous erythema multiforme, the 
discrete coin-sized violaceous macules of the “fixed type,” urticaria, and 
the generalized exfoliative dermatitis which may be fatal. 

So far as is known, reactions of barbiturates in combination with an 
anorectic agent, such as found in the common reducing pill or tablet, has 
not been reported. Since millions of reducing pills are prescribed an- 
nually, the opportunities for further sensitization to barbiturates is in- 
creased. This is complicated by the fact that many patients borrow and 
lend their favorite reducing pills to friends or relatives, without either 
being aware of the consequences. Again, physicians may prescribe reduc- 
ing pills, as in our case, to a patient who is sensitive to barbiturates, with- 
out being aware that one of the ingredients of the reducing pill is a 
barbiturate (Table I). A patient who is known to be sensitive to pheno- 
barbital and other barbiturates will certainly be sensitive to these same 
barbiturates although disguised. Therefore, it is extremely important for 
the practicing physician, whether generalized or specialized, to familiarize 
himself with the composition of all the pills that he prescribes, particularly 
those which contain barbiturates. Furthermore, as has been frequently 
pointed out, every physician should be familiar with and constantly on 
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the watch for the early warning signs of intolerance to barbiturates. Only 
in this way can the more serious reactions be anticipated, and fatalities 
prevented. 


TABLE I. COMMON REDUCING PILLS CONTAINING BARBITURATES + 
AMPHETAMINE OR OTHER SYMPATHOMIMETIC AGENT 

Altepose=Propadrine + Thyroid+ Vinbarbital 
Ambar Tab.—Methamphetamine HCL+Phenobarbital 
Ambar Extentab=Equivalent of 3 Ambar Tablets 
Amphedase Kapseals=D-Amphetamine Sulfate with or without Phenobarbital 
Desbutal=Desoxyn HOL+Nembutal (Pentobarbital Sodium) 
Bifran=Methamphetamine HCL+Dehydrocholic Acid+Pentobarbital 
Dexamyl Spansule=Equivalent of 2 Dexarayl Tablets 
Obedrin=Methamphetamine HCL+Pentobarbital+ Vitamins 
Obolip=D-Amphetamine Sulfate-+ Phenobarbital + Lipotropics 
Secodrin=Methamphetamine HCL+Secobarbital 
Amvicel=D-Amphetamine Sulfate+Phenobarbital+ Vitamins+ Methyl-Cellulose 
Amodex=D-Amphetamine HCL+Amobarbital 


CONCLUSIONS 


1. Many physicians prescribe jreducing pills to barbiturate-sensitive 
patients, without being aware that many of these pills contain a barbiturate. 

2. A patient with a long history of barbiturate sensitivity, who has had 
numerous reactions following ingestion of phenobarbital and a variety of 
sleeping pills and reducing pills, is' described. 

3. This patient was given another type of “reducing pill” by her family 
physician with a most severe reaction, resulting in generalized exfoliative 
dermatitis. 

4. If these reactions are to be prevented, a knowledge of the composition 
of all drugs containing barbiturates is essential. 

5. Because so many patients are in the habit of taking “reducing 
pills,” this presents an additional hazard, because many of these contain 
some form of barbiturate. 
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1023 Madison Avenue 
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The experiments must always be devised in view of a preconceived idea, no 
matter if the idea be not very clear nor very well defined, but the results of 
the experiment must be noted by a mind stripped of hypothesis and preconceived 
ideas —CLAupE BERNARD: Introduction to the Study of Experimental Medicine, 1865. 
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ANAPHYLACTIC REACTION TO D.P.T. VACCINE 
CAUSED BY A SILK ANTIGEN 


ARTHUR H. ROSENBLUM, M.D. 
Chicago, Illinois 


Tue ROUTINE immunization of infants and children to diphtheria, 
tetanus, and pertussis is a universally accepted procedure of proven value. 
While minor reactions are commonly encountered, such as fever, malaise, 
local inflammations, and sterile abscesses, serious reactions have rarely 
been reported. However, several reports of serious allergic reactions, 
anaphylactic reactions, and deaths have appeared in the literature. 

Cooke? and his co-workers reported a severe constitutional reaction 
to a second immunizing dose of tetanus toxoid in an asthmatic patient. 
The reaction consisted of severe giant urticaria. Subsequent studies 
demonstrated a positive skin test and passive transfer test to the specific 
vaccine, and further studies indicated the offender to be in the peptone 
medium. As an addendum, Cooke also reported two additional cases of 
delayed urticaria following the administration of tetanus toxoid. 

Other reports of anaphylaxis to toxoids have been recorded by Cunning- 
ham,? Edwards,’ and Whittingham.’ Werne and Garrow‘ reported the 
occurrence of fatal anaphylactic shock in both of identical twins, ten 
months of age, following the second injection of diphtheria toxoid and 
pertussis antigen, alum precipitated. Both vomited following the injec- 
tions, took excessive amounts of water, and soon appeared lifeless. On 
arrival at a hospital, one was dead and the other cyanotic and dyspneic. 
Death occurred in the second twin several hours later. The histopathologic 
studies disclosed the following lesions consistent with death in anaphylactic 
shock. The skin at the site of inoculation showed swelling. There was 
acute degeneration of collagen, arteriolar degenerative changes, thromboses 
and hemorrhages. The lungs showed extreme narrowing of the bronchioles 
and arterioles, with a mononuclear and eosinophilic infiltrate. Similar 
vascular changes were seen in other organs, including the brain and 
heart. These vascular changes included constricted lumina, proliferated 
endothelium, necrosis of vessel walls, and perivascular hemorrhages. These 
widespread visceral lesions were considered to be diverse manifestations 
of an anaphylactic state, characterized by smooth muscle contraction and 
increased capillary permeability. 

The purpose of this report is to record a severe anaphylactic reaction 
to a booster injection of combined diphtheria, tetanus, and pertussis 
vaccine, alum precipitated,* caused by an unusual antigen in the vaccine. 


From the Kunstadter Laboratories for Pediatric Research, the Sarah Morris 
Hospital, Michael Reese Hospital, and the Department of Pediatrics, Northwestern 
University Medical School, Chicago, Illinois. 

*A standard commercial preparation of a reliable pharmaceutical company whose 
name is withheld. 
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The patient, a boy of eight years, was given a booster injection of the 
above vaccine subcutaneously in the outer aspect of the upper arm on 
June 1, 1955. The child had his last previous booster injection three 
years prior with no ill effects. The only other significant history was 
the occurrence of occasional bouts, of giant urticaria, which were tran- 
sient and not much of a medical problem. Ten minutes after the 
injection, the child started to cough and wheeze, and a generalized 
urticarial rash developed. He was examined about ten minutes after the 
onset of symptoms, twenty minutes after the injection and was found 
to be in serious condition. The chest was wheezy with moist and sibilant 
rales throughout, and breathing was labored. There was generalized 
angioneurotic edema, as well as urticarial lesions of various sizes. Little 
improvement followed the subcutaneous injection of 0.3 cc 1:1000 adrena- 
lin, but marked improvement followed the intramuscular injection of 15 
mg Benadryl.® There was progressive improvement, so that about one 
hour later the wheezing was almost gone and the rash was fading. The 
next day, he appeared perfectly well. 


It seemed likely that this child exhibited a severe anaphylactic reaction 
to the vaccine, and thus an effort. was made to determine the cause of 
the reaction. 


The following procedures were ;carried out: 


1. Scratch tests were made with the vaccine which was used on this 
patient, as well as with control solutions. The usual scratch test technique 
was used, employing the circular scarifier. The control test was com- 
pletely negative, while the test te the vaccine was markedly positive,’ 
having a wheal about 2 cm in diameter, with pseudopods and a large 
surrounding area of erythema. | 


2. One week later scratch tests were repeated, employing a number 
of vaccines made by the same company, including the polyvalent D.P.T. 
vaccine which was previously used. The results were as follows: 


Control (Glycerol Saline) Negative 

D.P.T. (Alum precipitated) 4 plus (this was the original 
involved material) 

D.P.T. (Alum precipitated) . 3 plus (This was a different lot) 

Diphtheria (Alum precipitated) * 3 plus 

Pertussis (Alum precipitated) 3 plus 

Tetanus (Alum precipitated) 3 plus 


As indicated above, all tests were markedly positive to the vaccines of 
this company, while the control test was negative. These positive reac- 
tions were evident within a few minutes of the time of application of 
the tests. 
3. In order to get a clue as to what the offending antigen might be. 
a complete allergy survey was performed involving about 250 scratch 
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Fig. 1 (left). Results of scratch Fig. 2 (right). Results of scratch 
tests with various lots of D.P.T. vac- tests with D.P.T. vaccine, silk ex- 
cine, tetanus, pertussis and diphtheria tract, rubber plug extract, and fluid 
vaccines, and silk. tetanus toxoid. 


tests. Only one significant reaction was discovered—a 4 plus reaction 
to silk extract. 

4. A series of scratch tests was performed utilizing four other vaccines 
of companies other than the one involved. All were completely negative. 

5. To confirm the previous results, tests to the various vaccines of 
the involved company, as well as to vaccines of other companies, anil 
to silk were performed at the same sitting. Fifteen tests were performed. 
A sketch of the results is shown in Figure 1. The tests were tabulate ! 
from above downward in each of the three rows. The results were 
as follows: 


1. Control Negative 
2. D.P.T. (original involved vaccine, alum precipitated) 4 plus 
3. Tetanus (alum precipitated, same company) 2 plus 
4. Diphtheria (alum precipitated, same company) 3 plus 
5. D.P.T. (alum precipitated, same company, other lot) 4 plus 
6. Pertussis (fluid, same company) 4 plus 
7. D.P.T. (fluid, Company 2) negative 
8. Diphtheria tetanus (alum precipitated, Company 3) negative 
9. Diphtheria tetanus (fluid, Company 2) negative 
10. D.P.T. (alum precipitated, Company +4) negative 
11. Tetanus (alum precipitated, Company 3) negative 
12. D.P.T. (fluid, Company 2) trace 
13. D.P.T. (alum precipitated, Company 3) negative 
14. Tetanus (fluid, Company 2) negative 
15. Silk 4 plus 
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It was observed in these results that the vaccines of the involved 
company exhibited clear-cut positive scratch tests, although some were 
more intense than others. The vaccines of all the other companies were 
negative, except for a trace reaction to D.P.T. fluid, Company 2. Silk 
showed a consistently positive reaction. 


6. While these studies were being performed, communications with 
the research department of the involved company beginning Oct. 11, 
1955, revealed that the various vaccines of this company were filtered 
through bolting silk at certain stages in the process of production. The 
company then supplied us with extracts of new silk, which was normally 
used in the filtering process, old used silk extracts, extracts of several 
lots of rubber plugs, and various other lots of vaccines. Scratch tests 
were performed to all these various extracts, with results shown in 
Figure 2. Nine tests were performed, and are listed from above down- 
ward in a single row. 


1. Control Negative 

2. D.P.T. (Alum) 3 plus 

3. Extract from used silk 3 plus 

4. Extract from new silk 4 plus (A violent reaction, the largest 
scratch test ever observed, 
described below.) 

5. Extract from rubber plugs negative 

6. Extract from rubber plugs negative 

(second lot) 

7. Fluid tetanus toxoid 1 plus 

8. Fluid tetanus toxoid (other lot) 1 plus 

9. Fluid tetanus toxoid (other lot) 2 plus 


The reaction to the extract of new silk started to appear within several 
minutes. The central wheal rapidly spread to involve an area covering 
almost the entire width of the back, while the peripheral red flare extended 
laterally about to the sides of the chest. The diagram in Figure 2 indicates 
the reaction before it had reached its peak. The material was wiped off 
as soon as the severity of the reaction was noted. At the height of the 
reaction, the child became mildly wheezy, had a dry cough and a mil 
urticarial rash. At this time, 0.3 cc adrenalin was given subcutaneously, 
and 25 mg. Pyribenzamine® orally. The symptoms subsided gradually, and 
the child had no other ill effects. 


7. Passive transfer studies were subsequently done. The recipient was 
first tested and demonstrated to be negative to the various antigens 
involved. Positive reactions were obtained on the passively sensitized sites 
to the involved vaccine, as well as to the extract of new silk. Positive 
reactions were obtained both to scratch and intradermal tests on the 
passively sensitized sites. All control tests were negative, both scratch 
and intradermal. Thus it was demonstrated that a circulating antibody 
was present, to which the new silk extract and the vaccine reacted. 
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DISCUSSION 


The following facts appear to have been established: 

1. The child had a severe allergic reaction characterized by wheezing, 
angioneurotic edema, and pulmonary edema shortly following the admin- 
istration of a dose of alum-precipitated D.P.T. vaccine. 

2. Scratch tests to the vaccine and to other vaccines of the same 
company showed immediate wheal type reactions, with negative controls. 

3. Scratch tests to vaccines of other companies were negative. 

4. The child was found to have a markedly positive scratch test to silk. 

5. It was established that this particular brand of vaccine is filtered 
through bolting silk during its manufacture. 

6. Scratch tests to an extract of this bolting silk showed a violent 
positive reaction and a simultaneous constitutional reaction. 

7. Passive transfer studies established the presence of a circulating 
reagin to the silk extract and to the vaccine. 

Since this work was completed we have been notified that the company 
has ceased to use silk in the manufacture of its vaccines. We have also 
received communications that with information gained by this study, 
similar cases have been identified by other investigators and are presently 
being prepared for publication. 


CONCLUSION 


Reaction to silk used in preparing commercial vaccines may occur in 
sensitive individuals. Such reactions may be severe, accompanied by 
urticaria, and respiratory embarrassment. An instance of this type of 
reaction is reported. 
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I look at it as absolutely certain that very much in the Origin [of the Species] 
will be proved rubbish; but I expect and hope that the framework will stand.— 
Darwinisms. 
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PHYSIOLOGIC STUDIES WITH THE MEDIHALER- 
ISOPROTERENOL IN BRONCHOSPASTIC DISEASES 
Alcoholic Preparation—Nonalcoholic Preparation 


MERRILL M. GOLDSTEIN, M.D., ERNEST O. ATTINGER, M.D. 
and ISAAK HAPNER, M.D. 


Boston, Massachusetts 


THE ALCOHOLIC PREPARATION 


Tue Medihaler®* represents a new method of nebulizing active 
bronchodilator drugs in the management of patients with bronchospastic 
diseases (chronic bronchial asthma and diffuse obstructive emphysema). 
At present, the two sympathomimetic agents used in the Medihaler tech- 
nique are epinephrine 0.5 per cent and isoproterenol 0.25 per cent. Our 
studies have been limited to the use of isoproterenol (1-(3',4’-Dihydroxy- 
pheny] ) -2-isopropylaminoethanol ). 

In 1947, Segal and Beakey' published the first U. S. studies on the 
use of isoproterenol in the therapy of bronchial asthma, On the basis of 
clinical observations and the improvement in vital capacities in patients 
with bronchial asthma, the value and effectiveness of isoproterenol were 
established. Additional evidence concerning the potent bronchodilator 
qualities of isoproterenol was obtained by the protection study tech- 
nique.2* These observations have since been confirmed by other in- 
vestigators.*® 

The Medihaler consists of two parts. The first is a nonbreakable 
plastic coated 10 ce vial incorporating isoproterenol 0.25 per cent, a non- 
toxic propellent (a mixture of Freons), alcohol 33 per cent and ascorbic 
acid as a preservative. The second component is a plastic oral adapter 
through which the active bronchodilator drug is nebulized. 

Chronic toxicity studies in dogs and rats employing this mixture of 
Freons failed to reveal any abnormalities that might be considered 
secondary to the use of this agent.’ This mixture has been considered 
less toxic than carbon dioxide. 

Laboratory studies on the effective concentrations of the active prin- 
ciple in the range of optimum therapeutic particle size* have revealed 
that a single dose of isoproterenol with the Medihaler delivers 11.5 micro- 
grams with the adapter end at 2% inches and 8.5 micrograms at 10 inches 


From the Department of Medicine, Tufts University School of Medicine, and 
the Lung Station (Tufts), Boston City Hospital. 

Dr. Goldstein is Clinical Instructor in Medicine, Tufts University School of 
Medicine. Dr. Attinger is Assistant Professor in Medicine, Tufts University School 
of Medicine. Dr. Hapner is Striar Fellow in Medicine, Tufts University School of 
Medicine. Assigned to the Lung Station (Tufts), Boston City Hospital. 

Presented at the Thirteenth Annual Congress of The American College of Aller- 
gists, Chicago, Illinois, March 20, 1957. 


*Kindly supplied by Riker Laboratories, Inc., Los Angeles, California. 
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from the end of the oral adapter. This latter distance is considered to be 
equivalent to the distance from lips to lungs. These amounts—11.5 and 
8.5 micrograms—are concerned with particle sizes ranging in radius from 
0.5 to 2 micra. In the range of particle sizes of 0.5 to 4 micra, the oral 
adapter end at distances of 2% and 10 inches delivers 12 micrograms 
each per single dose of the Medihaler-isoproterenol. 


Methods 


In an attempt to determine the value of the Medihaler-isoproterenol 
(alcoholic) as a technique in aerosol therapy, clinical and experimental 
studies were undertaken. The first deals with the serial measurements 
of vital capacities in patients with bronchial asthma before and after 
treatment with the Medihaler-isoproterenol. The second, considers the 
changes in the mechanics of breathing resulting from the use of the 
Medihaler-isoproterenol technique. 


Vital Capacity Studies—The thirteen patients studied by the serial 
vital capacity measurements were divided into four major groups de- 
pending upon the degree of wheezing (0 to 3-+-). Following the deter- 
minations of control vital capacities, the patients received one or two 
inhalations of isoproterenol by the Medihaler technique. Post-treatment 
vital capacities were then measured. Additional aerosol therapy was 
administered by the usual nebulizer method, the patient receiving either 
six inhalations using the hand-bulb nebulizer or continuous nebulization of 
1 cc of isoproterenol by the 0, tank-Y-tube-nebulizer technique. Vital 
capacities were again taken. 


Mechanics of Breathing —The mechanics of breathing were studied in 
three patients before and after the administration of isoproterenol by the 
Medihaler technique. The methods used in the determination of the 
mechanics of breathing—compliance, mechanical resistance and work of 
breathing—have been described in greater detail in previous publica- 

To obviate the inherent dangers of direct intrapleural measurements, 
intraesophageal pressure recordings were made. The results of these 
measurements have been compared with direct intrapleural pressure 
recordings and have been found to be comparable.?? Intraesophageal 
pressures are obtained by placing a balloon attached to a long plastic tube 
in the lower one-third of the esophagus. The pressures were recorded on 
a Sanborn 4-channel Poly-viso through a differential pressure gauge. 

The instantaneous air flow rates were obtained by the use of the 
pneumotachograph, This is a cone-shaped instrument with pressure tap- 
offs on either side of a fine Monel metal screen. The flow curves are 
achieved by recording the pressure differential across the screen on the 
Sanborn Poly-viso through a differential pressure gauge. 

The area under the flow curve represents the tidal volume. Instead of 
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tediously determining the tidal volumes with a planimeter, the area 
subtending the flow curves was electronically integrated and recorded on 
the Sanborn Poly-viso. 


DEGREE OF WHEEZING ——® I+ 2¢ 


% IMPROVEMENT 


40m 


30m 


C.CONTROL 

Ce» MEDIHALER C ISOPROTERENOL (2 INHALATIONS) 

ou «Cc OF ISOPROPYLARTERENOL AEROSOL BY CONTINUOUS Oz TECHNIQUE 


«'SOPROPYLARTERENOL (6 INHALATIONS) BY ORDINARY NEBULIZER 


Fig. 1. Per cent changes in the vital capacity in patients with chronic bronchial 
asthma after one or two Medihaler-isoproterenol inhalations followed by continuous 
aerosols of six inhalations, or 1 cc of isopropylarterenol as designated. 


Results 


Vital Capacity Studies.—Figure I graphically demonstrates the per cent 
changes in the vital capacities of patients with chronic bronchial asthma 
before and after the administrations of isoproterenol by the Medihaler 
technique. All thirteen patients, regardless of the degree of clinically 
evident wheezing, displayed a rise in their vital capacities following one 
to two inhalations with the Medihaler-isoproterenol (alcoholic). In the 
group without wheezing, the increases in vital capacity determinations 
following the use of the Medihaler-isoproterenol ranged from 12 to 17 
per cent. No further elevations in the vital capacities were observed 
after additional use of continuous aerosols of 1 cc of isoproterenol 
(1:200). 

The single patient in Group 2 (1-++-wheeze) demonstrated an initial 
increase in the vital capacity to 10 per cent of the control value after one 
inhalation with the Medihaler-isoproterenol. The administration of six 
inhalations of isoproterenol by the hand-bulb nebulizer yielded a further 
increase in the vital capacity to 20 per cent. 
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The four patients in Group 3 (2+-wheeze) displayed a post-Medihaler- 
isoproterenol increase in their vital capacity measurements ranging from 
12 to 22 per cent. Two patients did not improve further after additional 


MECHANICS OF BREATHING 


Pipl = * Pre 


Pipl = INTRAPLEURAL PRESSURE 
PLei = ELASTIC FORCES OF THE LUNG 


Pre = RESISTIVE FORCES OF THE LUNG 
(1) RESISTANCE TO TISSUE DEFORMATION 

( VISCOUS RESISTANCE) 

(2) RESISTANCE TO AIR FLOW 


COMPLIANCE: (ELASTIC PROPERTIES OF THE LUNG) 
C = 4V/aP = L/om. H20 


MECHANICAL RESISTANCE: (PRESSURE REQUIRED TO 
PRODUCE A GIVEN FLOW RATE) 
R = P/V = om. H20/L/sec. 

wo FBR HING: PXV 


Fig. 2. Mechanics of breathing. 


nebulization by the continuous aerosol technique. The other two patients 
showed a supplementary increase in their vital capacities. 

The five patients included in Group 4 (3+-wheeze) responded to the 
Medihaler-isoproterenol (alcoholic) by increases in their vital capacity 
determinations ranging from 14 to 36 per cent of the control values. 
Four patients increased their vital capacities following the additional 
administrations of either 1 cc of continuous aerosols or six inhalations. 
In the fifth patient there was no change. 

Studies on the Mechanics of Breathing.—Clinical trials and simple vital 
capacity measurements demonstrated the value of the Medihaler-isopro- 
terenol (alcoholic) as an aerosol technique. Inasmuch as these measures 
are limited in their use as investigative tools, studies on the mechanics 
of breathing were undertaken. This method of approach in the in- 
vestigation of various bronchodilator drugs is of particular value in view 
of the fact that the forces required in ventilation are measured. Several 
drugs have been studied by this method, including aminophyllin and 
various aerosols.**?° 

The mechanics of breathing may be expressed by the formula 

Pip: = Pua £ Pre 
The intrapleural pressure (Pip:) is equal to the elastic forces of the lungs 
(Prei) plus or minus the resistive forces in the lungs (Pye). The re- 
sistive forces are dependent upon the velocity of air flow in and out of 
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the lungs. They are separated into two components. The first is the 
resistance to air flow in the tracheobronchial tree and its finer ramifica- 
tions, the bronchioles. This comprises approximately 70 per cent of the 
total resistance in the normal lungs. The remaining 30 per cent of the 


VITAL |M.B.C/4.V.I. |RESP. RATE | MINUTE | END EXP.|COMPLIANCE|MECHANICAL 
CAPACITY| MBC] BREATHS/MIN| VENTILATION PRESSURE] L/CM | RESISTANCE 
c.c. L/MIN CM CM H50/L/SEC 
s F s F I E 


3000 | 69 | 0.77 | .206 .081 [12.9 16.86 


S=sLow P=FAST 


IsINSPIRATORY 
E=EXPIRATORY 


Fig. 3. Comparison of pulmonary function studies and mechanics of breathing in 
twenty-five normal subjects and fifteen patients with chronic bronchial asthma. 


M.B.C.=Maximum Breathing Capacity. 
A.V.I.=Air Velocity Index (% Predicted M.B.C.; % Predicted V.C.) 
End Exp. Pressure=End Expiratory Pressure. 


resistive forces are produced by the resistance to tissue deformation— 
viscous resistance. 

When flow is at a standstill (points of zero flow at the end of inspira- 
tion and expiration), the intrapleural pressure equals the elastic forces 
of the lungs. 

The elastic properties of the lungs are expressed as pulmonary com- 
pliance. This term is defined as the volume change per unit of pressure 
change (AV/AP) (L/cm H,O). The stiff lung will have a lower com- 
pliance and thus will require a greater pressure change per unit of vol- 
ume than the normal lung. 

Mechanical resistance may be defined as the pressure necessary to pro- 
duce a given flow rate. Therefore, to obtain a greater flow of air in and 
out of the lungs, a larger pressure will be required. The values for me- 
chanical resistance are obtained from the formula P/V and are expressed 
as cmH,O/L/sec. In the methods used in these studies, no distinction 
or separation is made between the two components of mechanical resist- 
ance; namely, resistance to tissue deformation and air flow. In a recent 
report by Marshall and DuBois'® on viscous resistance of lung tissue, 
note was made of the increased tissue resistance in patients with chronic 
bronchial asthma. Following therapy with bronchodilator drugs, the tissue 
resistance remained elevated despite a decrease in airway resistance. 

The value for the work of breathing is derived from the formula PxV 
(pressure times volume). The total work of breathing encompasses the 
work required to overcome both elastic and nonelastic forces. The work 
of breathing is defined in terms of an inspiratory and expiratory loop by 
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plotting pressure against volume either on graph paper or visualization 
directly on an oscilloscope. 

Figure 4 demonstrates the comparison of the results of routine pubnon- 
ary function studies and the mechanics of breathing between twenty-five 


acre. 
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RESP. RATE 
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Fig. 4.. Changes in mechanics of breathing following therapy with Medihaler- 
isoproterenol alcoholic. C.B.A.—Chronic Bronchial Asthma. C.B.—Chronic Bron- 
chitis. C.P.E.—Chronic’ Pulmonary Emphysema. Patient H. P.: 1. Control; 2. Post- 
Placebo; 3. Post-treatment with Medihaler-isoproterenol (alcoholic). Patient ae 
ie Control ; 2. Post-treatment with Medihaler-isoproterenol (alcoholic). Patient 
Control; 2. Post-treatment with Medihaler-isoproterenol (alcoholic). 
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normal subjects and fifteen patients with chronic bronchial asthma. A 
comparison of the average values for the routine pulmonary function 
studies reveals a decrease in the maximum breathing capacity, vital ca- 
pacity and air velocity index in the patients with chronic bronchial 
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Fig. 5. Mechanics of breathing in a patient with chronic bronchial asthma 
(H. P., man, aged forty-four) before and after six Medihaler-isoproterenol 
inhalations. 
asthma, The minute ventilation is about equal in the two groups during 
slow breathing. 


The end expiratory pressures are determined by the mid-position of 
the lungs. The more negative the end expiratory pressures, the higher 
the mid-position. This is particularly noteworthy in the patients with 
chronic bronchial asthma during rapid respiratory rates. This may be in 
part due to “air-trapping.” 

The compliance in the normal group reveal little change during either 
slow or rapid respiratory rates. However, in patients with chronic bron- 
chial asthma and chronic pulmonary emphysema, the compliance drops 
markedly with rapid breathing and is indicative of unequal ventilation. 


The differences in the mechanical resistances between the two groups 
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are marked. In the patients with chronic bronchial asthma, there is an 
increase in the mechanical resistance during inspiration and an even 
greater increase during expiration. Part of this disproportionate increase 
is due to “ball-valving.” 


FLOW RATES 
CC./Sec. 
INSP. 


+65 


H.P., MALE, 44 Yrs. 


Exp. 


Fig. 6. Pulmonary resistance in a patient with chronic bronchial asthma before 
and after six Medihaler-isoproterenol inhalations. 


Three patients, two with chronic bronchial asthma and one with 
chronic bronchitis, chronic pulmonary emphysema and recurrent sponta- 
neous pneumothoraces and little clinical evidence of bronchospasm were 
studied by the intraesophageal pressure-air flow-volume method before 
and after therapy with the Medihaler-isoproterenol (alcoholic). The 
values for the twenty-five normal subjects and the fifteen patients with 
chronic bronchial asthma are included on the bar graph. 

The control studies on the first patient with chronic bronchial asthma 
(H.P.) reveal: highly negative end expiratory pressures during both slow 
and rapid breathing; low compliance values dropping markedly on rapid 
breathing, from 0.095 to 0.032; high resistances during inspiration and 
expiration. Prior to receiving placebo aerosol medication, the patient 
displayed a clinical increase in bronchospasm. Following placebo therapy, 
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no significant improvement was noted. As a matter of fact, the resist- 
ances increased significantly. 

Definite improvement in the mechanics of breathing was observed fol- 
lowing six inhalations with the Medihaler-isoproterenol (alcoholic). Pul- 
monary compliance both during slow and rapid breathing increased and 
the mechanical resistance during inspiration and expiration decreased 
markedly. 

Treatment of the second patient with chronic bronchial asthma (R.J.), 
with the Medihaler-isoproterenol (alcoholic) yielded a marked rise in the 
end expiratory pressure indicating a drop toward normal in the mid-posi- 
tion of the lungs. This may be due to the relief of bronchospasm and 
a decrease in “air-trapping”; compliance remained unchanged; however, 
the mechanical resistance during inspiration decreased 60 per cent and 
during expiration 47 per cent when compared with the control values. 

In the third patient, who demonstrated little in the way of clinical 
bronchospasm, treatment with the Medihaler-isoproterenol yielded a rise 
in compliance (slow rate), and a 45 per cent decrease in the inspiratory 
mechanica! resistance; however, the expiratory resistance demonstrated a 
slight increase over the control value. Observations on patients, in whom 
several breathing cycles have been analyzed, have revealed marked varia- 
tions in the expiratory resistances whereas the inspiratory resistances 
have remained relatively constant. This may, therefore, account for the 
minimal rise in expiratory resistance in this patient. 

Figure 6 demonstrates the pressure-volume relationships derived from 
the original tracings of patient H.P. before and after therapy with the 
Medihaler-isoproterenol (alcoholic). The left hand portion of the figure 
represents the pretreatment control. On the right, the post-treatment re- 
sults are shown. The original tracings are noted in the lower part of the 
figure; the loops representing the pressure-volume relationships are lo- 
cated in the upper section. The pressure-volume loop on the left side 
is wide, and the compliance is low (0.10). The wide loop is indicative 
of an increased resistance to the movement of air in and out of the lungs 
and an elevated work of breathing. This is of. particular significance 
during expiration where active work is required’ rather than dependence 
upon the elastic recoil of the lungs. Following therapy with the Medi- 
haler-isoproterenol (alcoholic), the compliance rises and the loop narrows. 
Thus, with the relief of bronchospasm, the ‘ies required to move air 
in and out of the lungs lessened. 

By plotting resistive pressures against the air flow rates, it is noted 
that high intraesophageal (intrapleural) pressures are required to produce 
a given flow rate of air in and out of the lungs (high mechanical resist- 
ance). The loop in expiration results from “ball-valving.” This latter 
phenomenon—“ball-valving”—is believed to be due to intermittent col- 
lapse and constriction of the airways resulting from differences in the 
intraluminal and extraluminal presstires. During expiration, high intra- 
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thoracic pressures are required to move air through the conducting system. 
Due to a rapidly decreasing pressure gradient this pressure then becomes 
greater than the intraluminal pressure and the walls collapse thus imped- 
ing air flow. The pressure behind the area of narrowing builds up and 


Fig. 7. Illustration of the degree of “dryness” of the 
spray of the Medihaler-isoproterenol (nonalcoholic) 
(upper), compared with that of the Medihaler-isoproter- 
enol (alcoholic) (lower). 


finally exceeds the extraluminal pressure. The lumen becomes patent and 
air is once again allowed to flow. 

Following therapy with the Medihaler—isoproterenol (alcoholic), the 
plotted line approaches the vertical axis, thus indicating a decrease in the 
mechanical resistance. The loop in expiration persists. 


THE NONALCOHOLIC PREPARATION 


All of the previously described studies (Part |) were done with the 
Medihaler-isoproterenol containing 33 per cent alcohol. Recently, we have 
had the opportunity to initiate the investigation of a new nonalcoholic 
suspension of isoproterenol by the Medihaler technique. 

The basic components of the Medihaler-isoproterenol (nonalcoholic) 
are similar to those employed in the technique with the alcoholic prepara- 
tion. The propellent again consists of a mixture of Freons.’? The active 
bronchodilator principle is isoproterenol. Laboratory studies have re- 
vealed that 87 per cent of the isoproterenol was in particles not greater 
than 2.5 micra in radius. Approximately 95 per cent of the material 
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employed in this preparation consists of particles ranging in size from 0.5 
to 3.0 micra in radius. One interesting and important fact is the dryness 
of the spray produced by the nonalcoholic preparation as compared with 
the Medihaler-isoproterenol (alcoholic). This is illustrated in Figure 7.7° 
Methods 

To evaluate the efficacy of this nonalcoholic product, measurements 
of simple vital capacities in seven patients and the mechanics of breathing 
in one patient have been completed. 


Vital Capacity Studies——In the seven patients tested by the vital ca- 
pacity determinations, control values were initially obtained. The patients 
were then given two inhalations of the Medihaler-isoproterenol (nonalco- 
holic) and repeat vital capacity measurements were done. Two inhalations 
of the nonalcoholic preparation were repeated and vital capacities again 
determined: This was continued until a plateau was reached; i.e., no fur- 
ther improvement occurred with subsequent administrations of the non- 
alcoholic preparation. Five of the patients were then given two inhalations 
of the Medihaler-isoproterenol (alcoholic) preparation followed by vital 
capacity determinations. This was then followed by the administrations 
of either 0.5 cc or 1 cc of isoproterenol by continuous aerosols. Vital 
capacities were again taken. The patients were divided into four main 
groups depending on the degree and severity of wheezing (0 to 3+-). 


Mechanics of Breathing.—The compliances and mechanical resistances 
were determined by the measurements of intraesophageal pressures, in- 
stantaneous air flow rates and tidal volumes as described in the section 
dealing with the alcoholic preparation. 


Results 


Vital Capacity Studies—In the group without evidence of clinical 
wheezing, no improvement in vital capacity was noted in one patient fol- 
lowing four inhalations of the nonalcoholic preparation of isoproterenol 
and two inhalations of the alcoholic preparation. A maximum elevation of 
200 cc subsequently occurred in this patient following 0.5 cc of isoprotere- 
nol by continuous aerosols. The second patient demonstrated a 200 cc 
increase in vital capacity after four inhalations of the nonalcoholic prepara- 
tion and no further increase following 1.0 cc of isoproterenol by continu- 
ous nebulization. 

Only one patient fell in Group 2 (1+-wheeze). This patient’s control 
vital capacity was high—5000 cc. An increase to 5300 cc occurred following 
four inhalations of the Medihaler-isoproterenol (nonalcoholic). After six 
inhalations, the vital capacity was measured at 5800 cc. No further im- 
provement was noted following 1.0 cc of isoproterenol by continuous 
aerosols. 
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One patient in Group 3 (2+-wheeze) demonstrated a 300 cc increase in 
vital capacity following two inhalations of the nonalcoholic preparation. 
No further increase was observed after two more inhalations of the non- 
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Fig. 9. Changes in mechanics of breath- 
ing following therapy with Medihaler- 
isoproterenol nonalcoholic. 


alcoholic and two inhalations of the alcoholic preparations. An increase 
of only 100 cc was subsequently observed after 0.5 cc of continuous iso- 
proterenol aerosols. The second patient in this group increased his vital 
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capacity by 400 cc following four inhalations of the nonalcoholic Medihaler 
product. The vital capacity fell to 1800 cc subsequent to two additional 
inhalations of the nonalcoholic product and remained at this level following 
two inhalations of the alcoholic preparation. From this new base-line of 
1800 cc, a 300 cc increase was noted for the use of 1.0 cc of continuous 
aerosol of isoproterenol. 

Finally, the two patients in Group 4 (3-4-wheeze) revealed marked ele- 
vations in their vital capacities following two inhalations of the Medihaler- 
isoproterenol (nonalcoholic). One increased his vital capacity by 1100 ce 
and the other by 600 cc. In one patient, two additional inhalations of the 
nonalcoholic preparation failed to yield any further rise in vital capacity. 
An increase of 200 cc was observed after two inhalations of the alcoholic 
preparation and another 200 cc rise in vital capacity following 0.5 cc of 
isoproterenol by continuous aerosols. The other patient demonstrated a 
progressive rise in vital capacity following the initial increase of 600 cc: 
100 ce after two additional inhalations of the nonalcoholic ; 100 cc following 
two inhalations of the alcoholic ; 200 cc after 0.5 cc of the isoproterenol. 

Mechanics of Breathing.—One patient (H. P.) with the diagnosis of 
chronic bronchial asthma was studied by measurements of compliances and 
mechanical resistances before and after treatment with the Medihaler-iso- 
proterenol (nonalcoholic) preparation. 

In the control state, the compliance was low and fell further on rapid 
breathing. The resistances in both inspiration and expiration were high. 
Following three inhalations of the nonalcoholic isoproterenol preparation, 
the only significant changes noted were in the mechanical resistances: a 
decrease of 42 per cent on inspiration and a decrease of 35 per cent on 
expiration. 


SUMMARY AND CONCLUSIONS 


1, Laboratory studies and clinical use have disclosed that the Medihaler- 
isoproterenol (alcoholic) is a safe, convenient, economical and effective 
method of administering the potent bronchodilator agent, isoproterenol, in 
the therapy of bronchial asthma. 

(a) The propellent, a mixture of Freons, is considered nontoxic. 

(b) A single measured dose of the Medihaler-isoproterenol (alcoholic) 
yields an adequate concentration of the active drug in the range of 
effective therapeutic particle size. 

(c) All thirteen patients studied by the measurements of serial vital 
capacities demonstrated a rise in their vital capacities following one to two 
inhalations with the Medihaler-isoproterenol (alcoholic) ranging from 10 
to 36 per cent. These elevations in vital capacities were most marked in 
the group with 3+-wheezing. A further increase in vital capacities occurred 
in eight of the thirteen patients subsequent to either six inhalations or 1 cc 
of continuous aerosols of isoproterenol. 
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(d) The study of the mechanics of breathing before and after therapy 
with the Medihaler-isoproterenol (alcoholic) in two patients with chronic 
bronchial asthma and in one patient with minimal evidence of bronchospasm 
indicates improvement following its use. The mechanics of breathing were 
improved in these three patients. 


(e) The study of the mechanics of breathing—measurements of com- 
pliance, mechanical resistance and work of breathing—is a valuable al- 
though complex tool in the investigation of therapeutic agents aimed at 
relieving the reversible bronchospastic state. This has been borne out by 
studies on several bronchodilator drugs. 


2. Investigations of the new Medihaler-isoproterenol (nonalcoholic) 
preparation are, as yet, incomplete. The results at present seem to indicate 
that this preparation may be a valuable adjunct in the management of 
bronchospastic diseases. Further studies are in progress. 
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NATIONAL INSTITUTES OF HEALTH RESEARCH GRANTS 


For the period of July through October, 1957, a total of 3,325 grants have 
been issued to non-federal scientists and institutions throughout the United States 
by the National Institutes of Health. Of these 1,085 ($15,631,011) were awarded 
for new projects. The rest represent continuations or supplements. 


Grants Amount 
National Institute of Allergy and Infectious Diseases........ | eee $ 7,666,510 
National Institute of Arthritis and Metabolic Diseases...... CY.) eens $ 7,137,003 
National Institute of Dental Research $ 968,892 
National Institute of Mental Health $ 3,938,065 
National Institute of Neurological Diseases and Blindness.. 357........ $ 4,740,663 

3,325 $46,031,816 


OREGON SOCIETY OF ALLERGY 


At the annual business meeting of the Oregon Society of Allergy in October, 
1957, the following men were elected to office: 


One hundred per cent of the membership attended the gathering at the Aero 
Club in Portland. 


PHILADELPHIA ALLERGY SOCIETY 
Officers for the Philadelphia Allergy Society to serve in 1958 are: 
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COMPARISON OF THE RATE OF ABSORPTION OF 
SUBCUTANEOUSLY AND INTRAMUSCULARLY 
INJECTED PHENOLSULPHONPHTHALEIN 


SAMUEL J. LEVIN, M.D., F.A.C.A., F.A.A.P., WILLIAM ROUBECK, M.D., 
and DAVID KLIGER, M.D. 
Detroit, Michigan 


STANDARD textbooks on pharmacology and therapeutics,** which 
discuss the question, state that intramuscular injections are absorbed faster 
than subcutaneous injections. Drill’ states that, “For most drugs, the 
common routes of administration in decreasing order of effectiveness are, 
intravenous, intramuscular, subcutaneous and oral. The differences be- 
tween these routes are largely differences in the rate of absorption of 
the drug.” This conception is based solely on work done with diphtheria 
antitoxin a number of years ago by Park and his associates." These 
workers determined the antitoxin content of the blood after the injection 
of diphtheria antitoxin intramuscularly and subcutaneously, and made ob- 
servations on the ability of antitoxin injections given intramuscularly in 
some cases and subcutaneously in others to suppress the Schick Test 
reaction. Park" expressed the theory that the slower rate of absorption 
of diphtheria antitoxin from subcutaneous sites was due to the greater 
anchoring effect of these tissues on the protein of the antitoxin. However, 
a search of the literature since his publications does not reveal any 
additional investigations on the comparison of the rate of absorption 
from subcutaneous and intramuscular sites, other than that of Levin 
and Heidman'*-** in 1941. Levin" had suggested in an earlier paper that 
intramuscular injections of pollen extract were less likely to produce a 
general reaction than a similar dose given subcutaneously. This opinion 
followed clinical observation of a large number of patients receiving 
high dose pollen treatment for hay fever. In view of the evidence pre- 
viously cited that intramuscular injections are absorbed faster than sub- 
cutaneous ones, he and Heideman’ re-investigated the problem, using 
aqueous pollen extracts instead of horse serum. They found that sub- 
cutaneous injections were absorbed faster than intramuscular ones. 

Since their results, indicating that subcutaneous injections of pollen 
extracts were more rapidly absorbed than intramuscular injections, are 
opposed to the statements in regard to absorption found in standard text- 


From The Medical Division, Sinai Hospital, and The Allergy Clinic, Children’s 
Hospital of Michigan, Detroit. 

Dr. Levin is attending Associate in Medicine, Sinai Hospital; Director of the 
Allergy Clinic, Children’s Hospital of Michigan, and Assistant Professor (Allergy) 
Department of Pediatrics, Wayne State University Medical School, Detroit, Michigan. 

Dr. Roubeck is a Fellow in Dermatology, Wayne State University Medical 
School, Department of Post-Graduate Education. 

Dr. Kliger is an Associate Fellow of The American College of Allergists, and 
Assistant Pediatrician, Children’s Hospital. 
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TABLE I. QUANTITATIVE AND QUALITATIVE DETERMINATIONS 


Appearance Time of PSP in Urine Quantitative Amount of PSP Excreted in Urine 
oe Subcutaneous Intramuscular 
0. 
Subcutaneous Intramuscular Volume Volume 
Time | of Urine} % PSP | Time | of Urine| % PSP 
1 8 Min., 15 Sec. | 12 Min., 15 Sec. 15 Min. | 130 cc. 2.5 |15 Min. | 100 ce. 5 
1 Hour | 170 ce 20 1 Hour | 125 ce. 30 
2 Hours! cc 30 2 Hours} 50 ce. 25 
2 14 Min. 12 Min. 15 Min. | 105 ce. 5 15 Min. | 190 ce 5 
1 Hour] 60cc.| 20 1 Hour | 135 cc. 30 
2 Hours} 135 ce. 25 2 Hours} 130 ce. 15 
3 9 Min. 12 Min., 5Sec. {15 Min. | 130 ce. 5 15 Min. | 175 ce. 5 
1 Hour | 120 ce 20 1 Hour} 60 cc. 30 
2 Hours} 80 cc. 15 2 Hours} 70 cc. 20 
4 10 Min., 5 Sec. 9 Min., 45 Sec. 15 Min. | 165 ce. 5 15 Min. 60 ce. 5 
1 Hour | 115 ce. 10 1 Hour} 50cce. 25 
2 Hours} 175 ce. 20 2 Hour}] 50 cc. 30 
5 No PSP in 14 Min., 20 Sec. 15 Min. 90 ce. 5 15 Min. 40 ce. 5 
15 Min. 1 Hour | 100 ce. 10 1 Hour} 80 ce. 30 
2 Hours} 180 cc. 25 2 Hours} 60 cc. 30 
6 10 Min., 14 Sec. | 10 Min., 18 Sec. {15 Min. | 180 ce. 5 15 Min. | 120 ce. 5 
1 Hour 170 ce. 30 1 Hour} 50 cc. 10 
2 Hours} 110 ce. 20 2 Hours} 180 ce. 40 
7 9 Min. 8 Min., 20 Sec. {15 Min. 90 ce. 5 15 Min. | 200 ce. 5 
1 Hour | 105 ce. 25 1 Hour} 90 cc. 35 
2 Hours} 100 cc. 30 2 Hours} 90 ce. 60 
8 10 Min. 14 Min., 15 Sec. 15 Min. 35 ce. 5 15 Min. | 115 ce. 5 
1 Hour} 30cc. | 30 1 Hour | 120 ce. 30 
2 Hours} 30 ce. 35 2 Hours} 45 ce. 15 
9 7 Min., 20 Sec. 6 Min., 50 Sec. {15 Min. | 200 cc. 0 15 Min. | 225 ce. 0 
1 Hour | 145 ce. 5 1 Hour | 130 ce. 5 
2 Hours} 130cc. | 45 2 Hours} 130 cc. 50 
10 14 Min. 14 Min., 15 Sec. {15 Min. | 100 cc. 5 15 Min. 90 ce. 5 
1 Hour | 120 cc. 25 1 Hour | 100 ce. 30 
2 Hours} 130 cc. 30 2 Hours} 140 ce. 30 
ll 14 Min., 15 Sec. | 14 Min., 30 Sec. 
12 12 Min., 5 Sec. | 12 Min., 15 Sec. 
13 10 Min. 10 Min. 
14 15 Min. 12 Min. 
15 7 Min., 30 Sec. | 11 Min. 
16 11 Min. 11 Min. 


books, and because confirmation of neither viewpoint could be found in 
the literature, it was thought desirable to compare the rate of absorption 
of an inert substance from subcutaneous and intramuscular sites, in order 
to throw further light on this question. 


Phenolsulphonphthalein (PSP) was chosen for this purpose, since there 
is no reaction with this material in the tissues and because the appearance 
time of this dye in the urine can be definitely determined by having the 
urine collected drop by drop in an alkaline solution. The method of 
carrying out the test was as follows: 


The subjects were adult female patients with no known cardiac or renal 
abnormalities. Breakfast was withheld on the morning of the test. 
Exactly thirty minutes before injecting the dye, the patient was given 
400 cc of water to drink to insure free urinary secretion. An indwelling 
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TABLE II. APPEARANCE TIME OF PSP IN URINE IN CHILDREN 


Case Number Age Subcutaneous Intramuscular 
1 11 years 10 minutes 10 minutes 
2 9 years 7 minutes 8 minutes 
3 9 years 9 minutes 7 minutes 
4 15 years 11 minutes 15 minutes 
5 14 years 8 minutes 12 minutes 
6 11 years 8 minutes 9 minutes 
7 8 years 9 minutes 12 minutes 
8 9 years 8 minutes 10 minutes 
9 10 years 8 minutes 7 minutes 

10 6 years 6 minutes 7 minutes 


catheter was inserted into the bladder and the bladder emptied. At the 
specified time, 1 cc of Phenolsulphonphthalein was injected intramuscularly 
or subcutaneously into the anterior aspect of the thigh, A 1% inch 
22-gauge needle was used for intramuscular injections and a %-inch 
24-gauge needle for subcutaneous injections. The catheter was then 
unclamped and the urine collected in a bottle to which twenty drops of 
a 10 per cent solution of sodium hydroxide had been added. This was 
sufficient to cause a pink color change when the first drop of Phenol- 
sulphonphthalein appeared in the urine. The time of this color change 
was noted. In addition to the qualitative estimation of Phenolsulphonph- 
thalein appearance, quantitative determinations were carried out on fifteen- 
minute, one-hour and two-hour collections of urine. The entire procedure 
was repeated twenty-four hours later using the opposite thigh and revers- 
ing the method of injection of the dye. The results of the qualitative 
and quantitative determinations are listed in Table I. 

Observations made on the first ten adult subjects (Table I) indicated 
that the only difference between the two routes of administration was 
in the appearance time and that quantitative determinations of the dye 
were essentially the same at fifteen minutes, one hour and two hours. 
Subsequent observations on six additional subjects were therefore carried 
out only on the appearance time. 

In the total series of sixteen subjects who were observed in this fash- 
ion, the subcutaneous route of administration of Phenolsulphonphthalein 
resulted in a more rapid appearance time as measured over fifteen minutes 
in eight subjects. In six subjects, the appearance time was shorter after 
intramuscular administration. In two subjects, the rate of excretion was 
identical. It is to be noted and emphasized, however, that the difference 
in appearance times was two minutes or more in only five subjects and 
that the maximum difference was four minutes, fifteen seconds. Further- 
more, of the five instances in which the appearance time differed by two 
minutes or more, the shorter time followed intramuscular injection in two 
and subcutaneous injection in three. 


Simultaneously with the observations made at the Sinai Hospital, sim- 
ilar experiments were carried out in ten children at the Convalescent 
Home of the Children’s Hospital (Table IT). 
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The results expressed in terms of minutes showed that subcutaneous 
injection resulted in shorter appearance times in seven of the ten cases. 
The appearance time was less after intramuscular injection in two cases, 
and in one case, the appearance time was the same after both methods 
of injection. Here again, it is to be noted, the difference in appearance 
times was two minutes or more in only five cases with a maximum dif- 
ference of four minutes in a single case. However, in only one of the 
five cases, in which the difference in appearance time was two minutes 
or more, did the shorter time follow intramuscular injection. 


SUMMARY AND DISCUSSION 


1. Observations were made of the appearance time in bladder urine 
of subcutaneously and intramuscularly injected Phenolsulphonphthalein in 
twenty-six subjects (sixteen adults and ten children). 

2. In fifteen cases (eight of sixteen adults and seven of ten children), 
the appearance time in the same subject was shown to be shorter after 
subcutaneous than after intramuscular injection of the dye. In eight 
cases (six of sixteen adults and two of ten children), the appearance 
time was shorter after intramuscular injection. In three cases (two of 
sixteen adults and one of ten children), there was no difference in appear- 
ance time. 

3. In ten of the twenty-six subjects (five of sixteen adults and five of 
ten children), the difference in appearance time was two minutes or 
more. Of these ten, the shorter time followed subcutaneous injection in 
seven (three of the five adults and four of the five children). 

4. These results are inconclusive. Further investigation of this ques- 
tion would seem advisable. It is suggested that more refined methods, 
perhaps using a tagged radioactive pollen extract compared with a tagged 
inert substance, might give a more definite answer to this interesting 
question. 


CONCLUSION 


As measured by the appearance time in bladder urine of injected dye 
(Phenolsulphonphthalein), the rate of absorption after intramuscular in- 
jection is not invariably faster than after subcutaneous injection. Indeed, 
in most of the subjects comprising this study, the rate of absorption was 
a little more rapid after subcutaneous injection, although the differences 
noted following either method of administration were not great. 
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What should be the attitude of the physician at the bedside ‘rom the point of 
view of the anti-anaphylactic measures? Let us point out that while it may be a 
good thing to be informed of the past serum history of the patient, it is not entirely 
indispensable, First, the patient is not always able to give information as to whether 
he has been previously injected with serum or not; then, there are some subjects 
who, without having had a serum injection, yet react to the first injection in a 
violent manner, for reasons which have hitherto eluded us. We advise, therefore, 
that the sensibility of the patient should be tested in every case, and that a weak 
dose of serum should always be given first, as though the person injected were in 
an anaphylactic condition. This recommendation is particularly useful in cases 
where the serum must be introduced by intravenous or intrathecal inoculation.— 
A. BresrepKA, M.D.: Anaphylaxis and Anti-Anaphylaxis and their Experimental 
Foundations (1919). 
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ALLERGY TO ESTROGENS 


Critical Evaluation of Tests with Oil Preparations 
JOSEPH REBHUN, M.D. 
San Francisco, California 


Ir IS a common observation that certain allergic manifestations are 
aggravated before or during menstrual periods and that their onset, cessa- 
tion, or change is noted during pregnancy or after the menopause. The 
alterations in estrogen secretion, either alone or as a part of the complex 
physiology of these states, suggest a possible correlation between the 
endogenous estrogens and some allergic disturbances. 

This relationship has been stressed by Zondek and Bromberg.?* In 
addition, these authors assumed that certain gynecologic conditions like 
pruritus vulvae and menstrual disorders are conditioned by allergy to 
endogenous hormones and to the products of their metabolism. In their 
classic paper of 1945,? in which they coined the term “endogenous allergy,” 
and in later papers,** these investigators based their argumentation largely 
on skin testing with solutions of estrogens in olive oil. Since then, other 
reports appeared in the medical literature, some confirming the findings of 
Zondek and Bromberg, others disagreeing with them. Thus, for example, 
Biozzi® and DeWitt,® using the methods of the above authors, came to 
similar conclusions. Reader and Watson™t were unable to support their 
clinical observation of allergy to estrogens with positive skin tests. 
Waldbott’” thought that skin reactions with estrogenic substances are 
inconclusive on intradermal testing, but he did not present evidence in 
support of his statement. These and other authors’® had in mind allergy 
to endogenous estrogens. Since, according to their observations, crystalline 
and natural sex hormones are immunologically identical, Zondek and 
Bromberg accept the possibility that symptoms of allergy can be produced 
by exogenous or synthetic hormones, even though extremely rare. And, 
indeed, reports of allergic reactions to exogenous estrogens are rare. 
Loftis'? reported a case of purpuric lesions of the thigh after injected 
estrogen. Harten and Walzer® cite two cases of other physicians, one 
with urticaria and angioneurotic edema following estrogens, the other with 
local induration and erythema on the injected site. 

DeWitt® and Alexander’ provided a satisfactory bibliography, so that 
no attempt has been made here to review the literature in detail. In view 
of the wide use of estrogens and reported cases of endocrine allergy to 
these hormones, on the one hand, and the controversial question of the 
validity of testing with oily vehicles of these substances on the other, a 


From the Outpatient Department and Allergy Clinic, Letterman Army Hospital, 
San Francisco, California. 
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Service, Letterman Army Hospital, San Francisco, California. 
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critical appraisal of this problem is worth while. The author has been 
stimulated to this study by the following case. 


CASE REPORT 


X. Y., a forty-two-year-old white woman was born in North Dakota and lived 
there till the age of sixteen, when she moved to California. Ever since, she has 
lived in this state with brief excursions. She enjoyed always good health except 
for a few surgical procedures. In 1941 a right side oophorectomy was done, in 1942 
uterine fibroids were removed and an appendectomy was performed; in 1949, 1950, 
and 1951, she had dilatation and curettage, and finally a total hysterectomy with 
removal of the left ovary was performed. 


DIETHYLSTILBESTROL 


ESTRONE 


Fig. 1. Structural formula of estrone and diethylstilbestrol. 


Her allergy history went back to age seventeen when she noted an urticaria after 
eating strawberries. She has had no trouble with berries since. She complained, 
however, of intolerance to some foods, in particular to onions, cucumbers, and fish, 
which caused her to vomit. She denied having hay fever, asthma, migraine or skin 
rashes. 

Family history of this patient was noncontributory as far as allergy is concerned. 

After her surgical menopause began, she became very excitable and in September, 
1954, was put on Premarin® tablets, 0.3 mg. at first daily then three to four 
times weekly. The following month she developed swelling of the eyes, lacri- 
mation, sneezing, rhinorrhea, a feeling of stiffness of the neck, sore throat, cough 
and swelling of the bilateral, cervical glands, about one hour after taking a 
usual dose. After the symptoms subsided, she continued with the medication on 
subsequent days. Each time, however, she experienced the same troubles one-half 
to one hour later. Symptoms grew worse. She noted that on occasion her tem- 
perature rose as high as 101 degrees. After three weeks, she decided to consult a 
physician. She later discontinued her medication and received Pyribenzamine,® which 
helped her. She was on no other medication. During that time she was with her 
husband, temporarily stationed in New Jersey. On returning to California in 
January, 1955, she decided to overcome the reaction to the hormone and started 
taking the estrogens. After about a week of the hormone therapy, she developed 
again the same symptoms one-half hour after each intake. At that time she came 
to consult us. 

A change was then made to diethylstilbestrol, a synthetic estrogen, entirely different, 
structurally, from the estrone (Fig. 1). This drug was prescribed in 0.5 mg doses 
every second day for three weeks, with one week interruption. 

After the patient took the first six tablets with no ill effects, the seventh dose 
caused a sudden recurrence of all the symptoms seen previously following Premarin, 
but in more severe form. When seen forty-eight hours later, she still had a 
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patchy infiltration in her pharynx and subsiding periorbital edema. Her temperature, 
pulse, blood count, cardiolipin microflocculation reaction and urinalysis were 
normal, except for an elevated sedimentation rate. The patient was screened by 
a series of skin tests, with a positive reaction to lima beans. Chlor-Trimeton® was 
given orally with good results. The patient was advised definitely to discontinue 
taking estrogens, but later she admitted that she did try diethylstilbestrol again and 
the untoward reactions got milder. She did not develop a reaction to placebos. 
During the provocative test, done about two weeks after the patient was without 
medication, she received 10 mg of diethylstilbestrol with glucose in a gelatine cap- 
sule. This was not followed by her usual allergic manifestations, but the patient 
vomited her lunch two hours later and supper later in the evening. 

Afterwards, she stopped taking estrogens in any form and the above-mentioned 
symptoms did not recur. The author felt compelled to repeat the experiment for 
two reasons: First, a positive provocative test had not been obtained; second, 
similar symptoms had followed the use of both Premarin and diethylstilbestrol. 
These two drugs differ chemically but have a similar effect in ameliorating meno- 
pausal symptoms. 

One year later, on May 2, 1956, the patient was started on Premarin 0.3 mg daily. 
On May 8 she called, notifying us that she developed a temperature of 100.5° after 
the last dose. She was told to continue taking the hormone. The next day she 
called again, complaining that this time after taking the tablet she developed a 
“sore throat.” She discontinued taking the Premarin, took aspirin and Pyribenza- 
mine and recovered. One more trial was made two weeks later. The patient began 
taking Premarin again; four days later she called complaining of sneezing, running 
nose, itchy eyes, upset stomach, vomiting, and pain in the back about one-half hour 
following the intake of Premarin. She did not have a temperature this time. She 
then took her Pyribenzamine tablet and politely declined to cooperate any further 
in our project. 


MATERIALS AND METHODS 


Preparations of estrone, diethylstilbestrol and Premarin were used for 
intradermal testing. The vehicle used for the estrone was sesame oil and 
for diethylstilbestrol cottonseed oil. Crystalline diethylstilbestrol was dis- 
solved in 0.05 N NaOH in concentration 1 mg per ml of diluent. Premarin 
was obtained from the commercial tablets and dissolved in 0.05 N NaOH 
0.625 mg of the drug per ml. In later testing, Premarin intravenous No. 
552 (Ayerst) was used. It is prepared by diluting with 5 ml of sterile 
diluent 20 mg of estrogens in their naturally occurring water-soluble con- 
jugated form expressed as sodium sulfate. Estrone (Gotham Pharmaceu- 
tical Co.), 1 mg per ml of sesame oil, cottonseed oil and diethylstilbestrol 
(Eli Lilly and Co.), 1 mg per ml cottonseed oil, were used in original 
factory ampules.* The alkaline solutions of the estrogens were brought 
through a Seitz filter and checked for sterility. For direct skin tests and 
challenge of the passive transfer sites on the arms, 0.02 ml volumes were 
used. For passive transfer, 0.05 ml volumes of patient’s serum were 
challenged after forty-eight hours with the commercial estrone, diethylstil- 
bestrol, cottonseed oil, and saline. The female subjects used as controls in 


*Specially prepared through the courtesy of the Eli Lilly and Company. 
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TABLE I. RESULTS OF SKIN TESTS WITH ESTROGENIC PREPARATIONS 
DIRECT AND BY PASSIVE TRANSFER. 


PHASE TI 
PREMARIN IN DIETHYLSTILBESTROL IN ESTRONE IN | COTTONSEED OILIPASSIVE TRANSFER] 
SUBJECT 0.05 NoOH | 0.05 NaOH OIL OIL 
ACTIC TIME ACTION] TIME /REACTION) THME TION] TIME REACTION) TIME /REACT TIME 
PATIENT X.Y. + | | HH | — | 
| 48 Hrs 
ConTRot —— | —— | | —— | HH | HH | | HH | - 
Ol - - 
+117 Doys 
—— | —— | —— | —— | HH | HH | woos} + | - - 
wo. 14Doys| + 14Doys| + | 10Doys 
PHASE 
+4 36Hrs.| + 36Hrs + 36 Hrs. 
contro we3.Q) — | —— | —— | —— | —— | —— | — | — ] — — |= 
13 Doys 
+ 14 Doys 
neo HH | + 5 Dave : 
wo. ++ 12 Days 
a. Estrone in oil. 
MALE b. Diethyistilbestro! in oil. 
Q — FEMALE Cottonseed oil. 


the first phase of the experiment were army technicians in excellent health ; 
the male subjects were the author (Control No. 8) and another physician. 
None of the controls were known to have allergies of any sort, For the 
second phase of the experiment, one year later, in addition to two non- 
allergic female technicians, one of whom (Control No. 3) served in the 
previous skin testing, two male subjects were chosen, one with an inter- 
mittent generalized urticaria of unknown etiology and another with a local- 
ized contact dermatitis due to shoe leather. All subjects were white, and 
ranged in ages from nineteen to forty-five. 

As seen in Table I, the patient, X.Y., developed a local skin reaction in 
the second phase of the experiment to diethylstilbestrol in oil about thirty- 
six hours after testing. The subject with contact dermatitis (No. 11) 
developed the local skin reaction to the same substance twelve days after 
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testing. In both, a skin biopsy was made from this reacting site sixteen 
days following the injection. In the case of the patient with the contact 
dermatitis, in addition to a routine histologic slide, a fat-staining was per- 
formed. The histologic work was done by the pathologic laboratory of 
Letterman Army Hospital. 


Fig. 2. Skin response on thirtieth day after 
testing. 


RESULTS 


As evident from Table I, all reactions in both phases, after subsiding of 
the initial flare, were of the delayed type. None of the subjects, except the 
patient X.Y., in the first phase of the study, reacted to Premarin in alka- 
line solution. None reacted to the alkaline solution of the diethylstilbestrol. 
Five controls reacted to cottonseed oil in both phases of the study. The 
skin response to the commercial oily preparations of both estrone and 
diethylstilbestrol came in two to thirty-two days in the controls, and in 
the patient in seventy-two hours the first time and in thirty-six hours the 
second time. The reaction in the controls manifested itself by a flare 
persisting about ten days with transient itching. The patient had the 
same type of transient reaction with an erythema of about one inch in 
diameter to the diethylstilbestrol and two inches in diameter to the estrone 
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Fig. 3. Histologic picture of skin biopsy. (Upper) Patient. (Lower) Control. 


persisting for over one month. Figure 2 presents the skin response on 
the thirtieth day after testing. The passive transfer test gave positive 
results in two to seventeen days in the control subjects. Control No. 8 
noted that as long as two and a half months after the subsiding of the skin 
reaction unspecific factors, such as exposure to the sun, perspiration, and 
even emotional stress, would precipitate itching and erythema in the tested 
areas. It was noted that the urticaria of subject No. 10 was worse and 
more persistent after the appearance of skin response to the tested ma- 
terials. 
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Intradermal testing with Premarin intravenous caused, in X.Y., a very 
mild immediate reaction which developed in intensity and over a period of 
days turned to a red tender lesion. Control No. 8 did not respond to this 
preparation, and in Control No. 6 the immediate erythema disappeared after 
forty minutes. The report on the histologic appearance of the patient’s 
biopsy (Fig. 3, a and b) was as follows: 


This section shows a stratified squamous epithelium showing no cellular atypism 
with no hyperkeratosis or acanthosis. Within the subjacent dermis, which shows 
slight swelling of the collagenous fibers, there are numerous mononuclear leukocytes 
about the small vessels. Foreign body giant cells are conspicuous by their absence. 
Eosinophils are also not present. Their dominating cells are lymphocytes and plasma 
cells. There are also scattered polymorphonuclear leukocytes within the inflammatory 
area; these, however, are rare. Some inflammatory reaction is also present about 
accessory skin structure (glands within the deep dermis). 


The report on the histologic appearance of the control’s biopsy (Fig. 3, 
c and d) was as follows: 


Generally the tissue has a stratified squamous epithelium which is fairly thin with 
no irregularities in the Malpighian layer. No hyperkeratosis and no acanthosis are 
present. This epithelium overlies a dermis which shows some edema with scattered 
small vessels surrounded by inflammatory cells, both plasma cells and lymphocytes, 
and a rare eosinophil and polymorphonuclear leukocyte. There is some endothelial 
proliferation within the small vessels affected. Also some of the accessory skin struc- 
tures, both hair follicles and glands, show similar inflammatory reaction within the 
adjacent tissues. A very few scattered macrophages, some of which are foam cells, 
are demonstrated within groups of inflammatory cells. The inflammatory reaction is 
focal, there being no bandlike infiltration beneath the epithelium, and it is generally 
restricted to the vessels and some of the accessory skin structures, the stroma show- 
ing moderate edema. 

The fat stain is of poor quality and shows numerous droplets of fat within the 
dermis, not within any cellular component and obviously artefactual. There are 
a few areas, however, in which the fat is suspected of being within a macrophage. 
There is no accentuation of fat staining in the areas of inflammatory reaction. 


DISCUSSION 


The clinical response in our patient to estrogenic preparations suggests 
an allergic reaction in some features. However, in this specific case the 
interpretation of the allergic mechanism by means of skin testing is not 
satisfactory. It is evident that not everybody tested with oily preparations 
gives a positive skin response, but everybody reacted to diethylstilbestrol 
in oil, except for Control No. 3, who failed to react to any of the used 
preparations when tested for the second time. The positive response 
resembles very much in its appearance the delayed reaction seen in atopic 
cases; the time factor reminds one of the delayed bacterial reaction. The 
estrogens in oil produce a more pronounced response than does the cotton- 
seed oil alone, but the character of the reaction is the same. It has 
been shown® that the response to another preparation having estrogen- 
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like effects appeared after ten to fourteen days and persisted for sixteen 
to thirty days after the medication (in tablet form) was discontinued. It 
is conjectured that the oil alone cannot be held responsible for the delayed 
skin reaction. 


The reaction to Premarin in NaOH could have been due to the vehicle 
in the Premarin tablet. One would expect, however, the same vehicle 
to produce a skin reaction also in the second phase of the experiment. 
There was no known clinical sensitivity to any of the ingredients of the 
vehicle. Why our patient, X.Y., did not react to cottonseed oil but did to 
Premarin in alkaline solution the first time, and reacted reversely to those 
substances in the repeated experiment, is not clear. It is believed, consider- 
ing the whole series of responses and those of X.Y., that her reactions can- 
not be evaluated as specific. The estrogens seem to have a promoting action 
on the skin response to oil, producing, in combination with the latter, a re- 
action which could not be elicited with oil alone. Neither our controls nor 
the patient had ever received cottonseed oil parenterally prior to this study. 
Thus the positive response cannot be anamnestic in nature. There are some 
unknown factors causing a positive response to these preparations, when 
tested for the first time, in one recipient and a negative in another. A 
similar observation has been made by the present author testing a series 
of subjects with extracts of human tissues.’* However, there the response 
was in contradistinction to this one of the immediate type. Essellier’ noted 
that intradermal injections of oil do not elicit local reactions until after 
several weeks of continuous skin testing with the oil. This is in discord 
with the observation presented here, i.e. that a single reaction to cotton- 
seed oil will produce a local reaction. However, we agree with Essellier 
as to the long persistence of the skin reaction, lasting even for weeks. He 
refers to the work of Hass’ showing that unsaturated oil fractions are 
biologically more active than the saturated. The linoleic acid of the 
cottonseed oil is an unsaturated fatty acid. The author intended to 
establish the correlation between the epicutaneous reaction and cutaneous 
histology in both the patient, a woman, and in the control, a man, to see 
if there are any differences in their response to diethylstilbestrol in oil. 
It was, of course, kept in mind that the histology is not changing always 
in the same degree as the epicutaneous skin response, or at least that 
the last one can be, under certain circumstances (e.g., experimentally), 


changed. 


The etiology of the lesion and the mononuclear infiltration of our 
specimens suggested comparison with two skin diseases: contact dermatitis 
and chronic dermatitis. The histologic picture of contact dermatitis is 
characterized by formation of vesicles and polymorphonuclear infiltrate 
in its acute form, parakeratosis, hyperkeratosis, and leukocytic infiltration 
in the chronic form. In chronic dermatitis there is the lymphocytic infiltrate 
with the thickened epidermis and elongated papillae. The histologic pic- 
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ture of both our specimens does not fit into the above description. Both 
specimens have the same pattern except for greater activity seen in the 
patient’s skin than in the one of the control. The characteristic feature is 
the infiltration of lymphocytes and plasma cells. These cells are known 
to be very closely associated with gamma globulins and the antibody system. 
It is the author’s impression that the main role of the tested substances 
is not their irritative action. Sensitization can be produced by the oils 
themselves, which stay in one site for a long period because of poor 
absorption. These nonspecific reactions can be specific and more dramatic 
in patients who are sensitive to the biologic source of the oil. Further 
study in this direction might shed more light on the role of adjuvants and 
on the nature of the delayed type of sensitivity in general, and on the 
bacterial and tuberculin sensitivity in particular. 


The assumption that such local provocation of a hypersensitivity state 
could, under’ certain circumstances, cause a general reaction seems to be 
right if we will remember what happened with the urticaria of Control 
No. 10. The failure to obtain convincing results with aqueous extracts 
of estrogens was explained by Zondek and Bromberg? by the brief con- 
tact of such extracts with the tissues, and by the fact that steroid hor- 
mones, not being easily soluble, require longer periods of action. They 
were aware of the “allergenic” properties of olive oil used in all their 
investigation as a vehicle, and used it as a control always along with the 
hormones. In addition, they studied the oil separately as an allergen. They 
obtained positive cutaneous reactions in 30 per cent of four groups of 
subjects tested with olive oil samples, each heated for a different length 
of time. They excluded those subjects from further investigation. The 
others, however, were used for a demonstration of a positive “recurrent 
test” with the oily hormones. This test depends upon a local reaction 
at the site of a first intracutaneous test followed by a subcutaneous injec- 
tion twenty-four hours later of the allergenic hormone at a new site. 
However, Essellier et al’ showed that repeated skin testing with oils alone 
will produce positive recurrent reactions. This is also our experience. 
It is doubtful if the subcutaneous repeated injection used by Zondek and 
Bromberg differs in its effect to manifest the recurrent reaction from 
the intradermal repeated injection used by Essellier and co-workers. A 
photograph in the paper of Zondek and Bromberg,’ illustrating the 
allergic reactivity to estrone in an estrone-sensitive woman, shows a posi- 
tive reaction to olive oil (control). This is evidence that, even after 
excluding subjects reacting to pure olive oil from their study, these 
investigators still obtained positive reaction to the oil. The mistake in 
accepting the premise, that a group of subjects not reacting to the vehicle 
for the first time will also fail to react later on, is obvious. 


The “retarded test reaction” was seen in our study many days after the 
injection of either oil or the oily hormone. Moreover, it occurred in 
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males and therefore cannot be considered a reflection of the premenstrual 
physiologic changes. The same applies to “periodic retarded reactions.” 
The positive Prausnitz-Kistner test may result from the quicker absorp- 
tion of the transferred serum than of the oil, thus enabling the slow 
absorbed oil to cause the same local reaction as when injected in an un- 
pretreated skin. 

Referring to the work of Zondek and Bormberg, Reader and Watson™ 
presented a case of a recurring renal disease caused by endogenous 
ovarian hormone, and in their study they could not demonstrate skin 
sensitivity to hormones. They skin-tested their patient with hormones 
dissolved in oil and with a watery suspension of “estroform.” The 
watery suspension of the material did not produce a reaction. The 
material in oily vehicle caused a skin response considered by the authors 
to be due to the oil. The control test with ethyl oleate, which was used 
as a vehicle, was not done to prove the statement of the authors. The 
doses, 0.1 to 0.2 ml injected intradermally, were too big. They used 
different vehicles for the tested materials in passive transfer during the 
attack of the patient’s disease and during the remission. The claim made 
by these authors of not being able to demonstrate skin sensitivity to 
female sex hormones based on this study without adequate controls is 
surprising. In skin-testing their patients allergic to diethlystilbestrol, 
Saphir and Weinglass’® did not make it clear what kind of material they 
used, crystalline or a suspension of the oily preparation in saline. The 
critical evaluation of the investigations discussed above shows that (a) 
some of them were based on false-positive skin reactions to estrogens in 
oily vehicles, (b) others were not well controlled or not clear enough. 


SUMMARY 


1. An attempt was made to answer the controversial question of validity 
of testing with oily preparation of estrogens. The author came to the 
conclusion, based on skin tests and on examination of fat-stained histologic 
preparations of the tested site, that the oil is mainly responsible for the 
positive skin reaction. Therefore, such responses provoked by a vehicle, 
are diagnostically unvalid. 

2. Positive skin responses to oily preparations may follow the first, 
single intradermal injection and are not necessarily of an anamnestic 
nature. 

3. Such local provocation of the hypersensitivity state may under cer- 
tain circumstances cause a general reaction. 

4. Studies of other authors were critically evaluated. 
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A person observing the occurrence of certain facts and phenomena asks, naturally 
enough, what process, what kind of operation known to occur in nature applied to 
the particular case, will unravel and explain all the mystery? Hence you have the 
scientific hypothesis; and its value will be proportionate to the care and complete- 
ness with which its basis has been tested and verified. It is in these matters as 
in the commonest affairs of practical life: the guess of the fool will be folly, 
while the guess of the wise man will contain wisdom. In all cases you see that 
the value of the guess depends on the patience and faithfulness with which the 
investigator applies his hypothesis to every possible kind of vertification—T. H. 
Huxtty—Darwiniana, 1863. 
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THE ROLE OF AN ALLERGIST’S WIFE 


HOMER E. PRINCE, M.D., F.A.C.A. 
Houston, Texas 


I AM indeed honored to address you at your third annual luncheon. 
Undoubtedly, you could have found a more capable speaker, but I am 
certain you could not have found one who would have anticipated this 
occasion with greater pleasure. It is appropriate, however, that I repeat 
at this time what I told your Program Chairman when she asked me 
to be here: “If you have scraped the bottom of the barrel and are now 
in desperation for a speaker, and if you really feel that my efforts would 
be worthwhile or my acceptance would get you out of your difficulty, 
I will do the best I can. It goes without saying that I will not feel 
disappointed on which side the line of exit forms nor at what stage in 
my talk it begins. If you will arrange a room with several back doors, 
any confusion from all the ladies attempting to leave at once will be 
minimized.” 

To begin my remarks, I would like to quote the 18th verse of the 
second chapter of Genesis: “And the Lord God said, it is not good that 
man should be alone; I will make him an helpmeet for him.” 

No more expressive, nor appropriate, nor beautiful statement concern- 
ing the relationship of man and woman, of husband and wife, could be 
found if we search all the literature which has accumulated throughout 
the ages. This concept, of course, implies a fundamental interdependence 
based on biologic necessity. But in a much broader sense, on the basis of 
mutual responsibilities, it becomes the cornerstone of the family unit 
upon which our society has and always must be based. 

If we pass over custom, religion, and moral considerations, we find one 
essential requirement for marital success—mutual help on the part of 
both contracting parties. This need for co-operation is the same in all 
lands, in all times, and in all occupations or professions. Our pioneering 
forefathers in their push across the continent could not have conquered 
the wilderness nor withstood the rigors of frontier life except through 
common effort by breadwinner and homemaker. In the practice of medi- 
cine today, the same cooperative spirit is just as essertial. The doctor’s 
wife must be an active member of the team, giving daily counsel and 
inspiration for his endless tasks and problems. Briefly, the role of a 
physician’s wife is as simple as that. 

What is the special role of the allergist’s wife in furthering her hus- 
band’s professional attainments? We might better focus our discussion 
by mentioning briefly some of the unusual features in the practice of 
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allergy. To begin with, a physician may become an allergist in various 
ways. He may gradually withdraw from a more general or even from 
a related specialty practice, as his interest in allergy increases and his 
allergic patients multiply ; he may associate in practice with an established 
allergist; or nowadays, he may embark on immediate specialization in a 
residency training program. If he has had to “come up the hard way” 
with formal training limited to an occasional short course, or, notwith- 
standing his training, if he moves to a new area, he will need to solve 
many practical problems by his own investigations. These include, espe- 
cially, cataloguing the regional vegetation and frequently collecting pollens 
or other allergens not available from commercial suppliers. The wife’s 
assistance in this routine can afford real help to her husband. The need 
for special laboratory facilities, more than the average amount of detailed 
correspondence, and meticulous handling of clinical diagnostic procedures 
pose additional unusual demands in the practice of allergy. Fortunate 
is the beginner whose wife has laboratory, stenographic, or nursing 
background which she may put to the very logical use of helping her 
allergist husband in his early and less remunerative period of practice. 
I know one leader in allergy whose wife’s mastery of foreign languages 
has been a particular help in his textbook and other extensive publications. 


There is a further and unique, though somewhat intangible, quality 
which differentiates allergists from workers in other disciplines of medi- 
cine. The field of allergy is a relatively young specialty in which new 
concepts have found ready clinical applications. While occasionally the 
role of allergy has been overemphasized, these new approaches have more 
often been singularly rewarding. The general tendency continues to be 
toward an explanation on the basis of allergy for many obscure conditions 
throughout all fields of medicine. Under such circumstances, the individual 
allergist is at a disadvantage unless he remains alert to progress. He 
cannot be content with elementary knowledge of the subject; he dare 
not be mediocre ; he must excel. It is the unwavering duty of the allergist’s 
wife to see that he keeps his perspective. She should expect him to be th: 
best in his community, to keep abreast of new developments in order to 
give his patients superior care, to do all this and still have a little time 
left to explore into the unknown through his favorite research project. 


The physician dedicated to the practice of allergy must be motivated 
at least in part by the perspicuous needs in this field. In the United States 
there are less than 1500 allergists—perhaps half that number full time— 
for an estimated allergic population of 15 million persons. Such patient- 
specialist ratio of over 10,000 to one explains the unusually heavy work 
loads frequently encountered in allergy practice. Obviously, opportunity 
in this relatively virgin specialty is unlimited to the extent that a hard- 
working, ambitious allergist may progress in proportion to the effort 
he is willing to expend. But allergists, and physicians in general, too 
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frequently exceed their physical ability with strenuous schedules, unpre 
dictable hours, and tension which is a part of patient care. A wife should 
be mindful of the consequences of continued overwork and make certain 
that her husband not become overwhelmed in obligations that will preclude 
adequate opportunity for relaxation. I know of some medical auxiliaries 
in which the wives insist on annual physical examinations for thei: 
husbands. 

In this very critical period of American medicine, it is imperative that 
physicians conduct their everyday lives, both in their practices and 
outside of professional circles, in accordance with the highest moral and 
ethical standards. And, allergists in particular are on trial, not only before 
their confreres in other fields, but also before the public which is always 
skeptical of new approaches to such stubborn and difficult conditions as 
the allergic diseases. Laymen and even members of the profession are 
frequently prone to judge a physician by the impressions his wife 
creates. The wife who is sufficiently informed to speak intelligently 
about her husband’s specialty can be of distinct daily help to him. Let 
her express confidence in his work. Let her always strive to be pleasant. 
Let her never appear hasty, impatient, or unkind. Let her speak a 
gentle and sympathetic word over the telephone. In short, let her remember 
that she always represents her husband. She must do her part to main- 
tain the high esteem traditionally granted to the physician and, hopefully, 
even to the allergist. 

Up to this point, I have considered the allergist’s wife only as an 
individual. Collectively, as allergists’ wives, you constitute a powerful 
force for the good of our specialty. I am glad that in 1954, as president- 
elect of the College, I was in a position to encourage the suggestion of 
Dr. Walker Rucks that this Women’s Auxiliary be formed. 


Your accomplishments already justify your existence as an organiza- 
tion. As a young society, you looked around for something constructive, 
for a positive program of assistance, and at your very first meeting in 
1955, and again in 1956, you contributed substantially to the organiza- 
tional fund of the American Foundation for Allergic Diseases. As a 
trustee of the Foundation, I wish to thank you again for this generous 
support at a time it was needed most critically. Your investment will 
be repaid many fold, I believe, in the good it will bring to allergy through 
the Foundation’s public information and research program. Your decision 
to direct your initial effort toward support of this cause is most exemplary. 

As your auxiliary grows, you might wish to consider support of 
additional programs already established for research or instruction in 
particular phases of allergy. Possibly a committee of the College might 
ultimately call upon the auxiliary for help in some worthwhile investiga- 
tion. Perhaps it is not too wishful to hope that the auxiliary might in 
time set up its own project for investigation or teaching. In this connec- 
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tion, 1 would call your attention to the fact that there is a distressing 
shortage of laboratory technicians with special training in allergen prepa- 
ration and related duties. Any assistance in the training programs for 
allergy technicians would be most worthwhile. 

Other more apparent functions of your organization are already under- 
way. The College has grown to the point that it needs help, particularly 
at the social and entertainment level during the annual meetings. Your 
hostess room with its friendly, informal atmosphere affords real oppor- 
tunity for relaxation and fellowship. In this respect it is obvious that 
you are maintaining the spirit and purposes for which you were organized. 
As time goes on, you cannot help but take increasing pride in your accom- 
plishments. 

To all the above, add obvious additional attributes as personal charm, 
graciousness, understanding, and strength of character, and you will get 
an idea of the standards I am suggesting as the ultimate in perfection for 
the role of the allergist’s wife. But as 1 look over this audience, I am re- 
minded that I am only talking, whereas each of you is already practicing 
each day all I might suggest. You all have husbands of whom you justly 
may be proud. Much of what they have accomplished has been due to 
your being a true “helpmeet.” For everything you have done, for what you 
are doing, and for all you will do, I can only say, “Thank you, Mrs. 
Allergist !” 


808 Caroline Street 


SOUTHWEST ALLERGY FORUM 


The Southwest Allergy Forum will meet in Shreveport, Louisiana, February 23, 
24, and 25, 1958. Headquarters will be at the Captain Shreve Hotel. Address in- 
quiries to the Chairman, Dr. H. Whitney Boggs, 803 Jordan Street, Shreveport, 
Louisiana. 


THE CONQUEST OF RABIES 


Alas! we shall not be able to go to Arbois for Easter; I shall be busy for 
some time settling down, or rather settling my dogs down at Villeneuve |’Etang. 
I also have some new experiments on rabies on hand which will take some months. 
I am demonstrating this year that dogs can be vaccinated, or made refractory to 
rabies after they have been bitten by mad dogs. 


I have not yet dared to treat human beings after bites from rabid dogs; but 
the time is not far off, and I am much inclined to begin by myself—inoculating 
myself with rabies, and then arresting the consequences; for I am beginning to 
feel very sure of my results—RENE VALLERY-RaAport: “Louis Pasteur and the 
Conquest of Rabies,” from The Life of Pasteur. 
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MOUSE ALLERGY 
Case Report 


ALAN H. SORRELL, M.D., and JAMES GOTTESMAN, M.D., F.A.C.A. 
New York, New York 


W aie many textbooks briefly mention allergic disorders due to 
mice,?* we have been unable to find in the recent literature any specific 
cases of sensitivity to laboratory mice with positive skin reactions, and 
with successful hyposensitization therapy. 


CASE REPORT 


A twenty-two-year-old female research worker presented the following history. 
She had been doing research exclusively with mice for two years, and in this 
institution for the last six months she had been working only with Swiss mice 
(Strain C57 and C58). Three months after she had started to work with these 
last mice she developed nasal stuffiness and sneezing whenever she worked in the 
mouse room. These symptoms were present only in this room or in its immediate 
vicinity ; elsewhere, in or out of the hospital, she was free of all nasal complaints. 
A scratch by a mouse would produce a wheal accompanied by erythema and 
pruritus. 

Allergic history, both personal and familial, was negative, and her medical and 
surgical history was negative. Routine laboratory tests were negative. A physical 
examination was essentially negative except for intranasal findings of pale, boggy, 
mucous membrane with copious watery discharge. 

Skin tests* were performed, with the following results: 


ON DIRECT TESTING 


Scratch Intradermal 
Mouse dander C57—mod. plus Autogenous ext. 1-1000—neg. 
Mouse dander C58—marked Autogenous ext. 1-100—mod. 
Mouse dander stock—slight Autogenous ext. 1-10—marked 
Control—negative Control—negative 


ON INDIRECT TESTING 
(Prausnitz-Kistner) 


Scratch Intradermal 
Stock mouse ext. I—negative Autogenous ext. conc.—marked 
Stock mouse ext. II—slight Control—negative 


Control—negative 


Because it was necessary for her to continue her research problem, hypo- 
sensitization therapy was instituted. An autogenous extract (Swiss mice C57 and 
C58) was prepared in the usual manner. Injections were given twice a week 
starting with 0.1 cc of a 1:1000 dilution and increasing by 0.1 cc at each visit. 
When a dose of 0.1 cc of a 1:10 dilution was reached (approximately two months), 
her condition showed considerable improvement. At present she is on a maintenance 


From the Department of Allergy, Beth Israel Hospital, New York City. 
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*Skin tests performed with the following danders were all negative: goat, dog, 
horse, rabbit, rat, guinea pig, cat, cattle. 
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dose of 0.35 cc of a 1:10 dilution, and she is able to work for at least four 
hours in the confines of the mouse room with no discomfort. At this time, while 
a scratch by a mouse produces a wheal, pruritus and erythema are negligible. 


SUMMARY 


A case is presented of specific allergy to mouse dander proven by 
positive direct and indirect (P-K) skin tests with hyposensitization 
therapy using autogenous extract (Swiss mice C57 and C58). 
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The parallel between a whirlpool in a stream and a living being, which has 
often been drawn, is as just as it is striking. The whirlpool is permanent, but 
the particles of water which constitute it are incessantly changing. Those which 
enter it, on the one side, are whirled around and temporarily constitute a part of 
its individuality; and as they leave it on the other side, their places are made 
good by newcomers. . . 


Now with all our appliances, we cannot get within a good many miles, so to 
speak, of the crayfish. If we could, we should see that it was nothing but the 
constant form of a similar turmoil of material molecules which are constantly 
flowing into the animal on one side, and streaming out on the other.—T. H. 
Huxtey (1825-1895)—Crayfish. 
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BRONCHIAL ASTHMA VI 
Critical Review of Literature 


(Conclusion) 


LEON UNGER, M.D., F.A.C.A., and JAMES H. JOHNSON, A.C.A. (Assoc.) 
Chicago, Illinois 


INSTITUTIONAL CARE IN ASTHMA 
Peshkin and Tuft*** state: 


“Institutional management of children’s chronic diseases is a recognized therapeutic 
approach in present day medicine. The objectives of such care in diseases such 
as rheumatic fever, bulbar poliomyelitis, tuberculosis, cerebral palsy, and emotional 
disturbances involve rehabilitation rather than routine care of these children. 
The institutional approach with the asthmatic child differs in no way as to objective. 
In our own program of institutional rehabilitation of the pulmonary cripple, we 
have observed that a significant number of these children lose their asthma 
completely or have only an occasional spell of wheezing during the time that they 
are institutionalized. This experience has encouraged a broadening of the program 
to care for a larger number of children so afflicted.” 

“The Jewish National Home for Asthmatic Children (Denver) developed its 
present program in 1940. In the past fifteen years the home has cared for more 
than 500 children with intractable asthma. Intractable asthma is defined as severe 
perennial asthma, requiring frequent hospitalizations and not responding to the 
accepted standards of allergy practice in the child’s own community. Cases not 
meeting this requirement are not accepted, despite pressure that may be exerted 
by parents or interested friends.” 

“Separation is the prime consideration in the operation of the institution.” “This 
appears to be such an important phase of the total approach to rehabilitation that 
the term ‘parentectomy’ has been coined to emphasize its significance.” “The next 
important phase of the rehabilitation procedure is the plan of group living. It has 
become almost axiomatic that children similarly afflicted can be rehabilitated more 
quickly in an institution caring only for those with the same illness.” “Allergy 
therapy, when indicated, is carried out in accordance with accepted practice.” 

“Psychotherapy is one of the most important phases of the rehabilitation program. 
This is accomplished by a staff psychiatrist as well as individuals specifically trained 
in the field, such as psychiatric- and medical-social workers and clinical psycho- 
logists. The psychiatrist interviews every new patient. The clinical psychologist 
administers psychologic tests, including the Rorschach and Thematic Apperception 
tests. Each case is then reviewed by a team composed of the medical director, 
attending allergist, psychiatric personnel, houseparent and recreation worker. Recom- 
mendations for further therapy and the goals of such therapy are established in 
these conferences. In this way, each worker gains a better understanding of the 
child, and all personnel can move in a positive direction in the handling of the 
patient. Patients not responding to this approach or those requiring more intensive 
therapy are treated individually by the staff psychiatrist.” 


Tuft®* reported that approximately 10 per cent of all childhood 
asthmatics are classed as intractable; and that of the 500 children who 


This Review has appeared in three sections, this section being the last. 
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have been institutionalized at the Denver Home, separation from the 
home environment was responsible for cessation of asthma in 50 per 
cent of the cases and marked improvement in another 45 per cent. The 
Denver Home and its function were well presented to the laity by Albert 
Rosenfeld in Collier’s.°°* 

[Everyone interested in allergy should visit this Home in Denver. 
It is really doing a splendid piece of work. Its doors are open to all 
asthmatic children, rich or poor, with no restriction as to race or color 
or religion. Another excellent home for asthmatic children is located 
in Tucson, Arizona. There is a need for others in other parts of the 
country. The element of climate does not seem to be of too much 
importance]. 

Stokvis and Welman®** discuss the importance of group therapy as 
an adjuvant to individual psychotherapy and present five cases. Their 
results were favorable. 


PHYSIOTHERAPY 


There were several articles on the use of physical medicine and 
specific exercises in asthmatics. Klein®>? gave a concise review of the 
various methods applied experimentally in the treatment of bronchial 
asthma. His personal method is based mainly on gymnastic exercises, 
massage and hydrotherapy. Schutz®®* used an exercise program con- 
sisting of education as regards physiological respiration and graded mus- 
cular exercise in twenty-three patients, with good results in ten and 
improvement in nine others. The aim was to reduce mucosal engorge- 
ment and improve ventilation. The exercise was divided into two cate- 
gories: muscular exercise of the lower half of the body (legs and ab- 
dominal muscles), and general body exercises prescribed on an individual 
basis. . Breathing therapy consisted of training the patient to attain 
“physiologic” (diaphragmatic or abdominal) respiration and to eliminate 
any tendency to mouth breathing. Although in the case reported, these 
modalities were used successfully to abort a frank paroxysm of asthma, 
the author recommended they be learned by the patient in “free” periods 
and that they be used thereafter throughout the patient’s life. 

His rationale of muscular exercise as therapy for bronchial asthma 
is as follows: 


“1. Exercise of the lower half of the body while standing induces a redistribu- 
tion of blood from the cephalad organs to the active muscles, thus reducing 
bronchial and nasal mucosal engorgement. Gravity also helps. 


“2. The increased activity of the diaphragm in physiologic breathing, particu- 
larly in inspiration, increases the negative intrathoracic pressure, sucking blood 
from the extrathoracic organs (nasal mucosa) into the thoracic veins and the 
auricles. 


“3. All muscular exercise is a stress phenomenon augmenting the secretion of 
adrenal cortical hormones thus beneficiently affecting asthma.” 


“The rationale for physiologic breathing in asthma relates entirely to improved 
ventilation. The asthmatic lung tends to be overdistended with inflated alveoli. 
Typical thoracic breathing with its short, rapid inspiration tends to increase the 
overdistention without relieving the dyspnea. Eventually this leads to emphysema. 
Bronchospasm and edema of the bronchial wall reduce the airway diameter. About 
two thirds of the lung are ventilated by diaphragmatic action normally. The 
movement of the diaphragm is therefore most important in the maintenance of 
pulmonary efficiency.” 
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McNeill and McKenzie**® evaluated breathing exercises in twenty-three 
patients with asthma. Of the seventeen who completed the course, eleven 
improved and six deteriorated. They felt that the results were not im- 
pressive but they cannot say that exercises are of no benefit. Newman*® 
discusses breathing exercises, occupational therapy and vocational therapy 
in the treatment of pulmonary emphysema and asthma. DeRango*® 
describes the program of therapeutic exercises used at the University of 
Illinois Research and Educational Hospitals as an adjunct in the treatment 
of patients with asthma and emphysema. He emphasizes that the success 
of respiratory re-education is dependent largely on the co-operation of 
the patient and his understanding of the program. The patient must be 
made to realize that faulty breathing is not part of his disease, but the 
result of his reaction to his illness, and that this abnormality can be cor- 
rected. He has good diagrams and instructions on the manner of exercises. 
Tein and Cox®® also have an excellent paper on exercises; this is based 
on the breathing exercises first introduced by the Asthma Research Coun- 
cil, London, England, but never widely accepted by United States physi- 
cians. Samter and DeRango®®® review the pathologic physiology of 
intrinsic and extrinsic asthma; postural drainage and ventilatory exer- 
cises are very helpful, and the patient should be trained in diaphras- 
matic breathing. The patient should restrict his activities to the bounds 
of his tolerance. 


Goddard and Luft*** discuss the use of intermittent positive pressure 
breathing in asthma, chronic cough, bronchiectasis, bronchitis and sinusi- 
tis. Bronchodilator drugs, antibiotics and wetting and enzymatic agents 
are valuable supplements. They use the Bennett flow-sensitive pressure 
breathing therapy unit. For asthma and chronic conditions, long-term 
therapy is advocated. There is usually improvement in the appetite. 
breathing character, cough or wheezing, fatigability, infections, required 
medications and sleeping. Physical improvement is reflected in alertness, 
color, vigor, weight, exercise tolerance, breath sounds, pulse, blood pres- 
sure, and temperature. Leslie, Dantes, and Rosove*® treated thirty-three 
patients with moderate to advanced pulmonary emphysema associated 
with various degrees of bronchospasm, fibrosis, bronchiectasis and 
chronic pulmonary infection. Intermittent positive pressure breathing 
and bronchodilators were used, and they concluded that the effect of the 
power nebulization of bronchodilator agents was not, as a rule, enhanced 
by intermittent positive pressure breathing. Bjdérnboe et al®* believe 
that in pulmonary emphysema, chronic bronchitis, and bronchial asthma 
there is an increased partial CO, pressure in the blood which may lead 
to decompensated acidosis. They described six cases, but the article deals 
especially with the chronic and severe pulmonary conditions with very 
high CO, retention. 

Charlton et al®*’ present a discussion regarding a patient with 
asthma and emphysema. Coma occurred on the seventeenth hospital 
morning (on the previous evening she had been given 1.0 gram chloral 
hydrate and 0.1 gm pentobarbital). She was receiving nasal oxygen. 
but went into coma due to carbon dioxide narcosis, with a high serum 
CO, content but only a moderate depression of the pH. Oxygen was 
stopped and she was revived by the use of caffeine, bronchoscopic aspira- 
tion, ACTH, norepinephrine and a Drinker respirator. [We strongly 
deprecate the use of sedation in bronchial asthma and other pulmonary 
“oo Whiskey or wine plus aspirin, where possible, work very 
well. 
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OTHER THERAPEUTIC MEASURES 


Affeldt et al°®* emphasize the superiority of tracheotomy to broncho- 
scopy for removing tracheobronchial secretions where repeated clearance 
is necessary, as in poliomyelitis. They also believe that tracheotomy is 
valuable in the treatment of bronchial asthma and pulmonary emphysema. 
Tracheotomy permits frequent and thorough suctioning of the thick se- 
cretions with dramatic results. It by-passes nasal, oral, pharyngeal 
and laryngeal areas, decreasing the dead space by about 75 ml. [We 
have had no experience with tracheotomy in asthma or in emphysema. 
Since the obstruction is chiefly in the bronchioles, especially in asthma, 
it is hard to conceive just how benefit can follow tracheotomy. We have 
seen several asthmatic youngsters who had tracheotomy scars,—the 
trachetotomy in these cases seemed quite ineffectual. | 

Russakov*® discusses therapeutic aspects of pulmonary emphysema. 
“The allergic approach in most patients has proved so disappointing gen- 
erally that many physicians are inclined to omit completely a serious 
evaluation of allergenic possibilities. Certainly, even the partial conquest 
of the allergic bronchospastic component is cogent, and a careful survey 
for potentially significant extrinsic offenders followed by desensitization 
may be fruitful in a small percentage of patients.” He also urges avoid- 
ance of morphine and atropine, and the cautious use of oxvgen. 

Tryptar aerosol was highly effective in a study of 125 patients with 
poliomyelitis, say Camarata and associates.°’° Since the incidence of atelec- 
tasis is relatively high in patients with bronchial asthma complicated bv 
bronchostenosis, retained secretions and infection, trypsin by aerosol is 
also valuable when these are present. [We agree that this method is 
excellent for removal of “garbage” from the airways, especially as a 
result of atelectasis and/or bronchiectasis. Unfortunately, aerosol trypsin 
has not proved very successful in uncomplicated chronic bronchial asthma. ] 


L. Unger*" consolidated his orders for adult asthmatic patients at 
Chicago Wesley Memorial Hospital, and has divided it into sections to 
include routine orders, orders for severe cases of asthma, orders for 
milder cases, and orders for children. In the severe cases he uses a 
continuous intravenous drip containing ACTH and aminophylline. He also 
advises apomorphine and potassium iodide mixture, antibiotics as needed, 
sympathomimetics, and even bronchoscopy if necessary. In the milder 
cases the main difference is the lack of the continuous intravenous drip. 
In children the main treatment evolves around the judicious use of epine- 
phrine, and if necessary, syrup of ipecac. His first step in treating 
the severe asthmatic patient is to give reassurance which he feels is the 
most important therapeutic measure. By following this procedure, in 
the past thirty months, in only one patient was it necessary to resort to a 
general anesthesia and that was in a patient with a strong anxiety state. 

All the patients are put into air-filtered rooms, equipped with beds 
which have rubber mattresses and either rubber or dacron pillows. No 
smoking and no flowers are permitted, nor morphine, Demerol,® Seconal,® 
Nembutal,® codeine, et cetera. Whiskey and aspirin and the antihistaminics 
as mild sedatives are useful. The house staff is encouraged to make 
frequent rounds. 


“Make late checkups about 10 to 11 P.M. so that patient, interne and resident 
all sleep well. Any patient who is wheezing and is not receiving I.V. drip should 
then be given therapy, e.g. 10 cc aminophylline I.V. Be cheerful.” 
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Tuft and Kraus*” pointed out the difficulties in truly evaluating anti- 
asthmatic medication. Such evaluation is best done in an institution with 
chronic asthmatics who are more or less stabilized in regards to their 
asthma. Franceschini and Mancini*** presented a general paper on the 
effects of various drugs on induced asthma and describe the mechanisms 
of action. 

Prickman et al°"* studied 200 consecutive patients admitted to the 
hospital for treatment of asthma and complications, These 200 patients 
had a total of 263 admissions (Jan. 1, 1952 to Dec. 31, 1953). There 
were three groups: (1) allergic or atopic {11 per cent); (2) intrinsic 
or asthmatic bronchitis (64 per cent) ; (3) mixed groups (25 per cent). 
Asthma was the only medical problem in only twenty-three patients, while 
in 177 cases one or more diseases coexisted. There were three deaths 
in the series; one patient died in status asthmaticus; another of intrinsic 
asthma with congestive cardiac failure secondary to cor pulmonale; and 
the third with mixed asthma who died after a gastroenterostomy for duo- 
denal ulcer. The combination of asthma, nasal polyps and aspirin-sen- 
sitivity occurred in nineteen patients, and allergy to drugs in seventy-two. 

Rovito*® treated 100 allergic patients with an extract prepared from 
Toxicodendron quereifolia (Anergex®-Mulford Colloid Laboratories). The 
exact composition or mode of action of this nonspecific preparation is 
not known. The usual course of treatment was five or more daily intra- 
muscular injections of 1 cc each, then once a week until the relief of 
symptoms occurred or did not occur. Of thirty-seven asthmatic patients, 
five were helped moderately; one had slight relief, ten marked improve- 
ment, and seventeen were completely relieved. Four had no relief. The 
only side effect was some pain at the site of injections. 

Epstein and Sevag*’® believe calcium glutamate helps in asthmatics 
by (1) antagonizing the loss of potassium from the cells, and (2) by 
lessening permeability of the cell membranes and irritability of the cell 
in general, thereby lessening the potassium loss from the tissues. They 
gave calcium glutamate in doses averaging 3 grams per day, which 
reduced the volume of the sputum and decreased the excessive viscidity. 
This drug reduced the potassium content of the bronchial secretions, which 
was found to be much higher in patients with bronchial asthma than in 
other pulmonary conditions, e.g. carcinoma. 

Fischer*™’ used nitrogen mustard in treating sixty cases of bronchial 
asthma, and felt the results were sufficiently favorable although the 
duration of remissions was not as yet established. Erlsbacher, Geisberger 
and Popp*’* used nitrogen mustard in eighty-two patients with asthma. 
They felt the results were satisfactory, and in forty of the patients 
followed up for five to twenty-three months relapses occurred less fre- 
quently than in cases treated with the steroids as indicated in the literature. 
[We have tried this chemical in patients with intractable asthma, but 
abandoned it because our results were not good and because of nausea 
and vomiting in every case. In our experience ACTH and the steroids 
are of far more value.] 

Gross and Meuschke*’”® treated five patients with asthma with an 
infusion containing 50 mg. Megaphen® (largactyl, phenothiazin) in 250 
ml of saline subcutaneously over a six-hour period at the rate of twelve 
drops per minute. Asthmatic symptoms subsided during the infusion and 
the vital capacity increased. In four cases, the infusion was repeated 
after seven to ten days. Collapse occurred in two patients, with recovery. 


Capellini®®® felt that AM-49 is a drug capable of obtaining excellent 
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therapeutic results in the anti-asthmatic field, since eight of the ten patients 
developed a clinical remission or general subjective improvement. Bijl,>** 
however, did not obtain spectacular results as reported in the literature. 
AM-49 consists of two pills. Pill I contains a gold bromide compound 
which dissolves with potassium iodide in the body, from which the 
gold ions and the iodine ions separate and are supposed to combine with 
the pituitary albumin and the other heterogenous albumina. Pill II con- 
tains arsine acid in order to oppose the concentration of iodine ions in the 
thyroid gland. 

Hansen-Pruss®*? discusses the use of arsenic in the treatment of asthma, 
and concludes that the administration of inorganic arsenic either in 
the form of Fowler’s solution or as part of the “Gay Formula” is often 
deleterious. “It must always be remembered that there is no ‘cure’ for 
an inherited, constitutional affliction such as asthma. Asthmatics who 
will not listen to their physicians fall prey to advertised ‘cures’. There 
is no authenticated therapeutic reason why inorganic arsenic should be 
effective. in asthma.” At the end of the paper there is a discussion by 
several physicians including Dr. Elmer Gay. Dr. Gay felt that the 
reactions resulted mainly from improper use of the medicine. Dr. Davison 
of Atlanta stated that since 1921, in some thousand cases he had treated 
with the “Gay Formula” he had seen no toxic results. [All those present, 
and we agree, have no fault to find with the use of arsenic-containing 
mixtures in the therapy of asthma, but we all feel that the patient must 
be under the careful scrutiny of a physician who can detect early arsenic 
intoxication. The selling of the mixture by mail is rightly to be con- 
demned. ] 

Clark,*** in conformity with the acid-anoxi-endocrine theory of allergv, 
has been giving sodium bicarbonate and potassium bicarbonate in various 
proportions and amounts to patients with acute and chronic allergic 
manifestations. Chronic allergic diseases such as asthma involve more 
than one pathological change and are not so much benefited by alkalis 
as is acute allergic shock. 

Jacquelin et al°* used irradiation of the diencephalon as a treatment 
for 247 asthmatic patients over a period of four years. Complete and 
lasting control was obtained in 48 per cent, considerable benefit in 14 
per cent, mediocre results in 18 per cent, and failure in 20 per cent. 
They feel radiotherapy is indicated in cases where there is an important 
psychic and neurovegetative element, cases due to exogenous allergy, and 
cases where there is a marked eosinophilia. It is contraindicated in cases 
where there is a strong localized bronchopulmonary component, those 
characterized by effort dyspnea, those with hypersecretion representative 
of a general exudative diathesis, and cases of psychogenic asthma in which 
the basic conflicts have not been resolved. 

Kohen*** treated fifteen cases of asthma with colchicoside, which he 
felt had an action similar to ACTH, and minimal toxicity. Loos®** de- 
scribes the use of Thiouracil derivatives in ten cases of asthma. Dussert*®* 
reported successful treatment of twenty-four cases of asthma with 
the intramuscular administration of para-amino benzoic acid and mag- 
nesium thiosulfate. Vaccarezza and associates*** believe that the favorable 
effect'of p-aminobenzoic acid on the anoxic states of bronchopulmonary 
origin is principally caused by the antioxidizing capacity of the drug. 
They measured the results of its use by pulmonary function tests. 
Geschickter®*® reported on the use of a new quinoline derivative 
(Phthalamaquin®) in 500 patients. This drug is supposed to have both 
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a bronchodilator and antihistaminic property. The results were good to 
excellent in 80 per cent of the patients, fair in 10 per cent, and poor 
in the remaining 10 per cent. All the patients had previously failed 
.-to respond to other treatments. On the use of ultrasonic therapy one 
consultant®”® felt there is no reason to suspect it is useful, and it is 
contraindicated about the heart and large autonomic plexus such as those 
found in the chest. Eisenberg®®! reported a case of an asthmatic in- 
dividual, controlled by allergic management, who developed a severe acute 
attack of allergic rhinitis and bronchial asthma about two hours after 
receiving ultrasonic treatment to the chest. 

Yener and Levi®®? (Turkey) tried amnion implants in three cases with 
status asthmaticus, which had responded very little to classic treat- 
ment. They stated some authors believe that in such cases, implantation 
of amnios or placenta does not act only through stimulating ACTH or 
adrenal hormones but by stimulating some other hormone. Holkup®®* 
(Vienna) implanted sterilized pieces of placental tissue, the size of the 
terminal phalanx of the thumb, into the subcutaneous tissue of the skin 
of the abdomen in thirty-six women. One woman, seventy-four years old, 
had pruritus vulvae and asthma; her itching subsided and the asthma was 
improved. 

Parrot and Laborde®** (France) noted that when patients with asthma 
were given injections of normal human serum, the histaminopexic power 
of their own serum gradually increased, and the allergic attacks became 
milder, disappearing completely when the power of the serum reached 
a normal level. Good results were obtained in six of eight cases. 

Schiller and his associates®®® tried helium and oxygen mixtures in 
eight patients with bronchial asthma. In the severely ill patients, no 
significant change was observed in the expiratory reserve volume, the 
inspiratory capacity, the vital capacitv, or the speed of flow during the 
performance of the vital capacity. 

Klotz and Bernstein,®® in an excellent article on the use of environ- 
mental climatologic therapy in bronchial asthma, concluded : 


“Climate therapy has its place in the treatment of asthma, only after a thorough 
study of all the factors involved in the cases has been conscientiously carried out 
by a capable specialist. The person with intractable asthma might well be relieved 
at home, if a painstaking search for every causal agent is made. This search 
would carry the investigator into the diet, the air content, the furniture, the 
draperies, cosmetics, bed clothes, animal pets, insecticides, and even the thoughts 
and interpersonal relationships of the patient. 


“Tf an offender is found that cannot be avoided or a personal or emotional 
situation that cannot be resolved. then removal of the patient to a different 
environment is indicated. The choice of the new environment must be dictated 
by a thorough knowledge of the new area in comparison to or contrast with 
the old. Old possessions, old situations and tension must be left behind just as 
realistically as old pets and pollen offenders. 


“These uprootings can themselves be a shaking experience and cannot be lightly 
undertaken. Therefore, a trial period of living in the new area is always worth 
considering. Likewise, every effort toward making the old environment allergically 
habitable is suggested, and more can now be done than ever before, both to the 
patient and to the room air, and furnishings, 


“There is little doubt that certain types of cases, particularly inhalant asthmas, 
can be strikingly benefited by a change of climate (and geography). As long as 
this is the case, such changes will be recommended. Therefore, it behooves every 
specialist in this field to apply the finest criteria and his own considered judgment 
in the selection of those cases for which he will advise drastic change of environ- 
ment. 
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Solari and associates*®’ commented that the injection of vegetal oils 
may be followed by a “recurrent” reaction in the case of some women 
whose steroid hormones act as periodic antigens. In three cases, sites 
previously injected with vegetal steroids and steroid hormones flared just 
before and during the menstrual period. It was noted that in one asthma- 
tic patient who gave the “recurrent” reaction, a clinical cure resulted by 
eliminating fats and oils from her diet. Arnoldsson and Helander*®* 
tried electric inhalations by the Barthel-Kiister method in ninety-eight 
patients with bronchial asthma. Only nineteen improved and no less than 
fifty became worse during treatment. 

Dimitrov-skododi®®® used pulmonary denervation in nineteen cases of 
status asthmaticus with very good results in ten, good results in seven, 
and one with no change. One was lost. The status of surgery for 
asthma was discussed in an editorial®® which pointed out that the long 
term results have been generally disappointing. “The basic principle 
involved in the present status of surgery for asthma is that denervated 
muscle can still present severe degrees of contraction in response to the 
appropriate allergen after denervation. Therefore, denervation procedures 
must be accompanied by total removal of the offending allergen, whether 
it be intrinsic or extrinsic.” In one section it was presented that, in some 
cases of epinephrine-resistant asthmatics, surgery has been of help and 
in another section, bronchoscopy was advised for consideration in all 
patients with bronchial asthma, to rule out bronchial ulcer. Engelsher®™ 
took exception to these last two points. He does not think epinephrine- 
fastness should cause much serious concern for surgery in view of the 
other available treatments; and all cases of bronchial asthma do not 
require bronchoscopy. [These are fine points since the editorial merely 
pointed out that surgery has helped in some such cases, and that bronchos- 
copy should be considered not necessarily done, to rule out bronchial ulcer, 
as well as to eliminate such possibilities as neoplasms and stricture. If one 
does not think of the various possibilities and procedures, one cannot 
rule them out. It does not necessarily follow that because something 
is considered it must be done. We think the editorial was excellent 
and concise. ] 

Rasmussen*? implicated iodide hypersensitivity as the etiologic factor 
in two cases of polyarteritis nodosa. Skin-sensitizing antibodies to potas- 
sium iodide were found in the serum of one patient. He warns that 
potassium iodide can cause polyarteritis nodosa, but does not recommend 
stopping the routine use of potassium iodide in bronchial asthma unless 
there is suspicion that untoward symptoms are due to iodides, or that the 
“asthma” present is really a part of the complex picture of polyarteritis 
nodosa in the individual patient. Aquilina and Bissell®°* reported on a 
man, aged thirty-seven, with bronchial asthma who was given an expec- 
torant containing potassium iodide. Within twenty-four hours, cephalalgia, 
ocular burning, swelling of the submaxillary glands, and a generalized 
pustular eruption developed. By the second day he had fungating. granu- 
lomatous, necrotic lesions over his forehead, malar eminences, the bridge 
of the nose, and around the eyes. He was treated with intravenous hydro- 
cortisone with improvement and clearance within six weeks, but died 
three months later from acute glomerular nephritis. 

Skaggs and Cooke** reported on a man, aged sixty-nine, with bronchial 
asthma for seven years, who by taking ten drops of a saturated solution 
of potassium iodide for three years, developed a typical myxedematous 
state. By stopping the potassium iodide and starting thyroid he became 
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much improved. The metabolism rate rose from minus 29 to minus 9, 
and the electrocardiographic changes also returned toward normal. Turner 
and Howard®® discussed the development of myxedema and/or goiter 
in seven male and six female patients, ages five to seventeen years, who 
received iodides for asthma for two to five years. They feel that from 
the evidence available at present, in some individuals prolonged iodide 
therapy may have an antithyroid action similar to that of thiouracil. [As 
in food allergies, it would be best to stop and restart the iodides to see 
if the condition is directly correlated to the ingestion each time iodides 
are used. However, by giving thyroid at the same time as one stops 
the iodide, conclusive information for the individual patient is not ob- 
tained. Myxedema from prolonged use of iodides is certainly very rare.] 
Triode®, an organic iodide, was studied in seventeen patients by Ogden 
and Salatich,*°* who feel that this medication has a good effect in asthma, 
is well tolerated, and has no side reactions. Engelsher®’ pointed out an 
error in a potassium iodide mixture,>"* in which there was an obvious 
discrepancy in converting from the apothecaries’ to the metric system. 
He also suggests the intravenous use of sodium iodide because it helps 
expel large amounts of mucus, and he agrees that morphine should not 
be given in an asthmatic attack. 


Regarding the anesthetic management of patients with respiratory 
disease, Greene,**® in an excellent article, states “actual or potential 
obstruction of the respiratory passages must be corrected. Patients with 
asthma should be desensitized to the offending allergen if possible and 
treated if necessary with cortisone and bronchodilating drugs.” “The 
management will vary according to the type and severity of the pulmonary 
pathology, the site and nature of the proposed surgery, the pharmacological 
effects of the anesthetic agent, and the skill of the person administering 
the anesthetic.” Walton®”® advises that prior to surgery the patient should 
stop smoking and practice breathing exercises; no morphine should be 
used; atropine is better than scopolamine; and ether is the drug of 
choice, which he also likes to use intravenously. Patients in status 
asthmaticus were operated under local or block anesthesia. Coakley®*° 
states bronchospasm as seen in the asthmatic patient now is being treated 
preoperatively with either cortisone or ACTH. These patients are best 
managed by a basal dose of Avertin®, avoiding Pentothal®, and using 
ether-oxygen for maintenance. 


[In our experience patients with any kind of respiratory condition, 
including bronchial asthma, and who also need some major surgical 
procedure, should be treated as follows: The patient should receive no 
morphine, Demerol® or strong hypnotics. Antihistamines, e.g. Benadryl® 
or Phenergan® are of aid, and an intravenous injection of a liter of 
5 per cent ethyl alcohol in 5 per cent glucose is almost always sufficient, 
at least to start surgery. Spinal anesthesia or ether inhalations can also 
be used, if necessary. After surgery sedation should also be mild, e.g. 
aspirin, whiskey, antihistaminics. Our results with surgery in asthmatic 
patients have been very gratifying. After surgery the patient is returned 
to the “asthma” room, and his pulmonary condition stays under the care 
of the medical man with the assistance of the surgeon, if necessary. ] 


Van Alyea® says: 


“Removal of tonsils should not be expected to aid in the treatment of allergy 
or sinusitis. Nor should this procedure be undertaken in the presence of one 
or both of these conditions without an effort first being made to place the allergy 
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under control and to clear up the sinus condition. This rule applies especially to 
children suffering from asthma. No improvement may be expected and there 
is «a tendency toward aggravation of the condition. Adenoidectomy, however, by 
the improvement in the nasal breathing and sinus drainage, aids materially in 
tue management of sinusitis in children.” 


_Grove®? has an excellent discussion on the surgical treatment of 
sinusitis associated with asthma. He says: 


“Surgery should include removal of infected membranes and polyps from all 
sinuses involved. Removal of polyps alone is not sufficient. When complete surgery 
is done, not more than 20 to 25 per cent of the patients have unsatisfactory results. 
For best results it is also necessary to remove all secondary infections (teeth, 
tonsils, and adenoids.) An autogenous vaccine made from the sinus discharge or 
infected membranes removed at surgery may also be used postoperatively. The 
a of corticosteroids and antibiotics promotes healing and prevents recurrence of 
polyps.” 


Ceci®** wrote on a study of asthma secondary to sinusitis and refrac- 
tory to the usual methods of treatment. He used Ramond’s desensitizing 
agent (oil of turpentine and 60 per cent alcohol), and closes by saying 
surgery is indicated when the sinus mucosa is involved. 

Zehe*"* treated eighty patients with bronchial asthma, chronic bronchitis, 
and peribronchitis by the oral administration of asthma frenon with 
khellin. Khellin produces a spasmolytic influence on the bronchial muscles, 
coronary veins and urinary tract. Excellent results were obtained in 
forty-eight cases, satisfactory in twenty-five, and poor in seven. In status 
asthmaticus, the drug was not quite as effective as the well known injec- 
table preparations, Brown*’ injected 100 asthmatic patients with a sus- 
pension containing 50 mg per cc of crystalline khellin in a sterile isotonic 
solution (Amnivin®). Objective and symptomatic relief was obtained in 
forty-three patients who were injected every two weeks after the initial 
course of treatment, with relief in another twenty-seven patients on 
weekly injections, and slight to no technical improvement in four. Relief 
was maintained in twenty-six patients on one injection at three- to four- 
week intervals. Urticaria about the site of injection occurred in two 
patients, and about one-half of the patients complained of local pain 
and/or soreness at the sites of injection. Asthma recurred after from 
six to eight weeks in ten patients in whom the injections were discontinued. 
[Khellin has been tried orally by many, including ourselves, for many 
years. It causes much nausea, but sometimes leads to surprising relief. | 

Frank®**® worked with the detergent Triton WR 1339 (Alevaire®), 
capable of altering surface tension and thereby viscosity. Ten patients in 
an acute asthmatic attack inhaled the nebulized preparation. Five obtained 
no relief, and five obtained 50 to 100 per cent relief in fifteen minutes. 
Another group of fourteen patients with chronic asthma received the 
inhalations one to three times weekly for periods of from one to three 
months. One patient received 100 per cent relief; nine others, 80 per 
cent, and four, 50 per cent. All relapsed within one month after termina- 
tion of therapy. Miller®’’ uses a tent rather than the mask method of 
Frank. He has never noticed any irritation from Alevaire® and says that 
drowning during aerosol therapy is impossible. Clifton,®® in a study 
of 104 patients, reports that pancreatic dornase aerosol gives the best 
results with patients with acute pulmonary disease such as atelectasis 
secondary to mucus plugs or thick tenacious sputum. Those with more 
chronic conditions respond more slowly but also do well. Biron and 
Choay*® gave trypsin aerosol to 312 patients, with good results in all 
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but sixty-five. The presence of expectoration which must be liquefied 
is the indispensable indication for trypsin therapy. Of the two types of 
asthmatic bronchitis seen, spastic and secretory, Gerritts and Muntinghe®° 
found that aerosol trypsin is good in the secretory type. Golden®** used 
intramuscular trypsin (Parenzyme®) in eight patients with acute bronchial 
asthma and fourteen chronic asthmatics with partial to complete relief 
in all. Silbert®?? had similar results in twenty-five asthmatic patients with 
chest pathology of long standing. There was definite improvement not 
only subjectively but also objectively as shown by x-ray studies. Of 
these twenty-five patients, three had chronic asthma, ten both asthma 
and chronic bronchitis, and twelve intermittent asthma. Bronchiectasis 
was suspected in ten but not proved by bronchograms. Each patient 
received gluteal injections of the preparation containing 5 mg trypsin 
per ml sesame oil. The injections were usually given daily for five to 
seven days, then every two to three days for two weeks, then one 
injection one week later. In seven patients, a second course of injections 
was given; in five, a third course. Silbert also noted severe pain at 
the site of injections but only one patient quit. In several patients there 
occurred a temporary rash about the entire pelvic girdle. 

[We have used both Tryptar® and Alevaire® by inhalation. As we have 
stated previously, Tryptar works very well in removing “garbage” from 
the bronchi, and in loosening plugs of mucus which may be causing 
atelectasis. Unfortunately, neither of the above medications is of much use 
in chronic bronchial asthma, but both help in asthmatic patients who have 
the crepitant rales and low fever suggestive of an associated infectious 
bronchitis. Our experience with intramuscular trypsin is limited. ] 

Luisada and Cardi®** advocate anti-foaming therapy in pulmonary 
edema (cardiac). Alcohols and silicone in aerosols reduce the frothing of 
secretions in the lungs. 

On the subject of infectious asthma, Swineford®* points out two 
common errors: (1) The failure to continue use of the effective drug 
until the infection is cured, which usually takes five to ten days. (2) The 
continuance of a drug which fails to give help after two to three days. 
He also feels that sinus infections are probably the commonest single 
cause of acute infectious asthma. This needs to be recognized early 
and treated promptly. Szanton and associates®** are uncertain of their 
results in treating seventeen asthmatic patients with respiratory infections, 
with prophylactic repository penicillin. Livingstone and his co-workers®* 
used oxytetracycline on a long-term basis in thirty-eight patients with 
chronic respiratory infections ; thirteen were classified as infective asthma, 
but eleven of these were not considered to have a true infection, thus 
leaving a total of twenty-seven patients classified as having an infection. 
A good early response was obtained in twenty-four of these but for 
various reasons treatment was continued in only fourteen. They felt 
that it was more difficult to obtain a satisfactory response if treatment 
was interrupted than if it was continued without a break. Finke®®’ says 
that combined antibiotic-cortisone therapy seems rational in infectious 
asthma because it combats two outstanding causes of the disease, bronchial 
infection and bronchial inflammation. Thirty-eight children and forty 
adults with infectious asthma in various stages were given antibiotics 
for an average of two and three-fourths years and additional cortisone 
for an average of three and one-half months. The results of treatment 
were good to excellent in 80 per cent of the whole group. The improve- 
ment often approached cure in early cases, as demonstrated by decreas- 
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ing respiratory sickness and by increasing vital capacity and weight in 
children. Antibiotics and cortisone should be used not only to relieve 
and rehabilitate patients with advanced asthma with irreversible pulmon- 
ary disease, but even more as an early basic therapy to prevent a common 
and costly chronic disease. Good and Varco*** found that the administra- 
tion of chloramphenicol resulted in the relief of asthmatic symptoms 
and clearing of eosinophilia in a patient with agammaglobulinemia com- 
plicated by staphylococcal infection and bronchiectasis. Manifestations of 
asthma, including wheezing and bronchospasm, had failed to respond 
to other forms of therapy. 


I'ramycetin sulfate in aerosol was used in 198 patients with bronchial 
asthma, tuberculous asthma, long abscess, suppurative bronchitis, acute 
bronchitis, or pulmonary congestion. Biron®*® obtained good results in 
172 of these by giving about 100 to 600 mg per day. Framycetin 
seemed safe and efficient in dealing with certain pathogenic agents not 
easily influenced by other forms of therapy, such as resistant micrococci, 
and proteus or pyocyanic organisms. 


In regard to air travel and the ambulatory patient, Armstrong*®® 
states: 

“Persons suffering from pulmonary diseases can usually fly without difficulty 
provided their pulmonary reserve is not reduced to the extent that the patient 
exhibits dyspnea on slight exertion. If dyspnea exists, these patients should not 


fly. Patients with status asthmaticus are not suitable as air passengers, but those 
with mild asthma can travel between attacks.” 


MISCELLANEOUS ARTICLES 


In addition to the numerous papers from which we have quoted there 
are some others we shall mention briefly. Wittich®*' has a general paper 
which deals with management of chronic bronchial asthma in the aged. 
“Chronic progressive intractable bronchial asthma leading to pulmonary 
insufficiency and other serious complications accounts for the compara- 
tively high death rate among asthmatic patients whose symptoms have 
persisted for more than ten years. Respiratory conditions, mainly bronchi- 
tis, cause about 40 per cent of the infirmities of older people.” Improved 
therapy requires a thorough overall understanding of etiology and 
physiopathology, and the application of the more recent procedures re- 
quired to retard the progress of the condition. “All these measures 
lighten the burden of treatment, especially when combined with common- 
sense psychotherapy.” 

Criep®*? was asked, “How many cases of allergy have you ever really 
cured?” He answered, “Many allergic patients get well, well enough to 
be happy and comfortable and relatively symptom-free.” But to get such 
results the patient needs adequate allergy examination and therapy. If 
neglected, allergic patients are apt to develop complications which are 
difficult or impossible to completely cure, e.g. emphysema, bronchiectasis 
or marked polyposis. Criep also repeats that “children do not outgrow 
asthma.” 

Other papers deal with psychosomatic aspects. Abramson*** treats 
psychic factors in three ways: (1) By reassurance via sedative and/or 
stimulant drugs and the attitude of the physician with sympathy and 
understanding, including advice in regard to everyday difficulties. (2) 
Educative psychotherapy, with insight which is the sympathetic explora- 
tion of the patient’s relationship in work, play, home and community 
areas. (3) Reconstructive therapy with insight (this must be done by a 
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person trained in psychoanalysis). Alexander and Visotsky®** believe that 
a widow, aged seventy-two, suddenly developed asthma because of a 
threat of separation. [Such a case needs confirmation; did true bronchial 
asthma occur or was the “asthma” emotional? If true allergic asthma 
was search made for possible allergens? In addition, at that age other 
conditions, e.g. Carcinoma, can cause wheezing, et cetera. | 

Burden** has an excellent discussion of the role of the psyche in 
allergic disease. 


“The allergic and the neurotic population are so large that they must overlap.” 
“Symptoms similar to those of allergic disorders can occur due to psychic dis- 
turbances alone.” “Where physical factors predominate, the allergist can do the 
greatest good for his patient by applying sound principles of allergic investigation 
and therapy, in addition to establishing a doctor-patient relationship which will 
encourage the patient to speak of his emotional problems. 


“Where psychologic factors either predominate or are the sole cause of the 
patient’s illness, the physician must determine whether he is willing and sufficiently 
competent to treat the patient, or whether he should refer him to a psychiatrist. 
1 cannot stress enough the importance of careful deliberation before making such 
a decision.” “Above all, the alert allergist should be able to distinguish the true 
allergic patient from the so-called para-allergic. By so doing, no patient need 
é subjected to unnecessary psychotherapy or to prolonged and unnecessary allergic 
therapy.” 


Other papers which emphasize the use of ACTH and steroids in 
asthma include those of Schwartz ;°*° Collins Williams ;°*7 Ruiz Moreno ;®** 
Burrage et al;®*® Cecchi and Ferraris ;**° Sheldon, McLean and 
Mathews ;**' and Tiffeneau and Dunoyer.**? All speak favorably, with 
precautions. Williams (Wales )°** obtained only temporary relief by giving 
ACTH-gel, and in some cases no special benefit. 

Prolonged cortisone therapy for periods up to four years, according 
to Blodgett et al,®** slows the rate of statural growth and skeletal 
maturation within one to two weeks after therapy was started. Of 
significance, however, is the sudden compensatory spurt in growth when 
the dosage is reduced or the drug is eliminated. The potential ultimate 
stature of endocrine normal children on prolonged cortisone therapy can 
be tentatively realized if, from time to time, the optimal dosage of 
cortisone is reduced to a level low enough to allow compensatory growth 
spurts. Eisenstadt and Cohen**® report two cases of osteoporosis from 
prolonged cortisone and corticotropin therapy. In one case, the osteo- 
porosis progressed to produce vertebral compression fractures. 

Turiaf et al®*® think steroid therapy lessens the progress of cor pul- 
monale; Braun and Rosenberg (Israel)*** agree; injections of five to 
twenty units of ACTH daily for seven to nine days markedly improved 
insufficient ventricular function in five of eight patients with cor pul- 
monale. Moreau*** favors the use of ACTH and cortisone in many 
patients with tuberculosis; the dosages must not be too high and the 
patient must also receive energetic anti-tuberculosis therapy. ACTH and 
cortisone often bring about a decisive change for the better, especially in 
cases with a poor prognosis. Results are often astonishingly good, even 
in patients in whom antibiotics have apparently been ineffective. 

Prickman and Lofgren**® suggest an emergency kit to combat anaphy- 
laxis: epinephrine 1:1000; 2 cc syringes; hypodermic needles; two long 
needles (1 inch and 4 inch) ; aminophylline (0.24 gm) ; liter 5 per cent 
dextrose in distilled water; an intravenous set; 10 cc ampule Benadryl®; 
Hydrocortisone (dilution to 2.0 cc gives 50 mg per cc); ampule sterile 
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water ; scalpel, hemostat, suture and needle, alcohol, gauze, sponge, tongue 
blade, and a 20 cc syringe. 

Maietta®” points out that the human uterus can be a shock organ. In 
pregnancy, therefore, conservative dosages are indicated, and he adds 
antihistaminics to small doses of pollen extracts. One must also reassure 
the allergic pregnant woman who may be fearful her allergy may disrupt 
her pregnancy. He also describes a non-pregnant patient who developed 
uterine bleeding on four different occasions at the height of constitutional 
reactions from injections of ragweed extract; pruritus, coryza and asthma 
also occurred. 

Markow,* in a study of respiratory secretions, found that eighty-eight 
of 200 consecutive allergic patients with various clinical conditions showed 
evidence of infection by a neutrophilic response in nasal and bronchial 
secretions. Among these were many without respiratory allergies. Bio- 
mydrin® nasal spray was used until the cytologic response indicated 
elimination of infection. Clinical results in these cases were excellent. 

Holler®? said that to date no effective method had been devised to 
give cortisone by inhalation since this drug is not soluble in water. To 
him asthma is a collagen disease. Bologna,*** in a study of eighty-eight chil- 
dren with asthmatic bronchitis, obtained excellent results with the synthetic 
cholinergic agent diphemanil (Prantal®), given both orally and by injec- 
tion. Businco®* used Actinomycin C, with good effect in asthma, urti- 
caria and colitis. He gave intravenous injections (40 to 150 gammas per 
day). The anti-allergic activity of the drug, he says, is due to the 
diminished level of the gamma globulin in the plasma. 

Schwartz et al®® noted the importance of controlling cough and 
respiratory distress which accompany bronchial asthma. One must also 
reduce viscosity of mucus and give mild local analeesia. A combination 
of drugs is necessary to accomplish these diversified results. Their best 
results came from the use of an antitussive mixture containing 100 mg 
glycerol guiacolate and 1 mg desoxyephedrine in each teaspoonful (Robi- 
— Results were even better when inhalations of Isuprel® were 
added. 

Hurwitz,®* in a nice discussion of chronic asthma. advises control 
of respiratory infections by judicious use of antibiotics and/or corti- 
costeroids ; diaphragmatic breathing; removal of environmental allereens ; 
and lessening of psychic factors. Antibiotics mav be necessary for short 
or for long periods. Hurst, Levine and Rich*®*”’ tried radioactive iodine in 
twenty-eight patients with pulmonary emphysema. In a follow-up of 
twenty-four of these cases, marked relief occurred in two; good results 
in eight; fair in nine. The remaining five had died of congestive heart 
failure early in the course of therapy. In addition to the radioxctive 
iodine it was necessary to continue these patients on other established 
methods of treatment. [Clinical tests like this are well worth while. 
Perhaps some real benefit will come to those unfortunates who have the 
non-asthmatic type of emphysema. | 

Browning®** reports a comparative study of dust extracts. The two 
dusts prepared by the thirty-three technique (Prince et al) were definitelv 
superior to the available commercial dust extracts. The tests were made 
by a group of investigators from different parts of the country (blind- 
fold tests). The source of the material from which the extract is made 
is important, e.g. dust from a pillow-renovating plant and pooled vacuum- 
cleaner dusts. There probably is not much difference in the efficiency 
of extracts made in different parts of the country. 
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Weinberg and Sensiba,®® in a case of status asthmaticus, gave an 
intravenous injection of 0.4 cc of a solution containing 5 mg Methadon 
hydrocloride with 1/100 grain scopolamine in 1.5 cc water; the 0.4 cc 
was repeated every three hours with great relief; later she was main- 
tained on ACTH and antibiotics. In another case 50 mg Demerol® was 
given frequently, but results were better when scopolamine (1/400 
grain) was added. [This sort of therapy is extremely dangerous, espe- 
cially in status asthmaticus. The patient is already fighting for air. 
The addition of a narcotic can hurt by lessening the cough reflex and 
by slowing the rate of respiration. This is a fact which all physicians 
should by now realize, even though one must admit that opiates do on 
occasion bring good relief to asthmatics. The risk is not worth the 
trial. The patient should probably have been given corticosteroids first. 
The use of scopolamine is probably also detrimental; these belladonna 
preparations are drying and seem to be of little use in asthma.] Mitchell 
and Cooke®®® studied morphine and related compounds; the use of mor- 
phine appears to be hazardous in the presence of bronchospasm or in 
cases of impaired choline and cholinesterase relationships. They prefer 
Demerol®. [Same objection. ] 

Shea and co-workers®? discuss a woman, aged twenty-seven, asthmatic 
since age fourteen, who was admitted for the fourth time in a five- 
month period for intractable asthma. This attack had occurred in spite 
of a medical regime which included bronchodilators, antibiotics, and inter- 
mittent courses of steroid therapy. There was an obvious psychogenic 
component, and marked relief of symptoms and physical signs occurred 
when 100 mg Promazine was injected intravenously. 

Sanders*® discusses nasal surgery in allergy. Many physicians, espe- 
cially allergists, have seen poor results from sinus surgery. Many of 
these patients are allergic persons who did not require surgery or who 
needed both surgical and allergic management. Sanders believes that 
the surgeon has now become too conservative; there is too much fear 
of sinus surgery; some allergists are completely opposed to surgery, and 
some otolaryngologists hesitate to advise surgery on allergic patients. 
As a result the allergic patient with irreversible nasal and sinus pathology 
is likely to be deprived of the advantages offered by surgery. 

Fitz Hugh®® also writes regarding sinusitis in patients with asthma. 
Some sinusitis occurs in 70 to 80 per cent of all such patients. Minor 
surgical procedures are often helpful, but more extensive operations 
result in only about 50 per cent improvement. 

[Sander’s stand seems to be sensible. We have come a long way 
since the days of wholesale operations on the nose and nasal sinuses, 
both in allergic and nonallergic individuals. At this time our own posi- 
tion is that surgical intervention is indicated for (1) severe anatomical 
nasal obstruction by a deflected septum (certainly no medical therapy can 
correct this abnormality) ; (2) removal of large numbers of polyps which 
have caused marked obstruction of both nares, along with loss or lessen- 
ing of the senses of smell and taste, and mouth breathing. If the polyps 
are not too large, the judicious use of prednisone can usually bring prompt 
and sufficient relief, especially when combined with anti-allersv meas- 
ures; (3) Removal of tonsils and adenoids is indicated for disease only, 
regardless of any allergic complication. With the introduction of anti- 
biotics the need for surgical procedures for infected sinuses has almost 
vanished. | 


Some other papers on asthma have appeared. Burrage et al®* divide 
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asthmas into those of known etiology and unknown. For sedation they 
prefer chloral hydrate, never Demerol®. Steele*® reports on a five-year 
study of 157 cases of bronchial asthma, with a mortality rate of 12 per 
cent. In Serafini’s report,®® he notes that reactions to morphine, quinine 
and sulfonamides are encountered with greater frequency and severity in 
patients with asthma than in other patients. Ordman®*’ favors the 
co-operation of the allergist and psychologist, especially in the clinic. 
Wislicki®®® discusses pharmacologic treatment of bronchiectasis and 
bronchial asthma, with special emphasis on prevention of infection and 
liquefaction of secretions. Unger and Unger®®® have a Spanish trans- 
lation of a previous paper which deals with the hospital treatment of 
bronchial asthma. 

Other papers are by Giuliano,®” Eisele,°" Coronello,*? Chudyk and 
Jorasz,®"* and Brunel.*** One paper worthy of special mention because 
of its mental stimulus is by Harper.°** He concludes by saying “Avoid 
magic, and increase self-reliance by therapy which calls for simple but 
effective disciplines that the patient can master. Thus will a wise doc- 
tor lead niany patients to positive health and many more to a happy 
compromise of which both parties can be justly proud.” 

This critical review of 1955-56 papers on bronchial asthma and related 
conditions has been much longer than we had anticipated. Neverthe- 
less, we have been forced to omit mention of many very worthy articles ; 
to the authors of these we apologize. To those we have perhaps undulv 
criticized, we can only say that our remarks have been based on our 
experiences and represent our points of view. 
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again that for presentation at the Fourteenth Annual Congress of the College 
two prizes will be awarded for the second year. 


be made for the best paper written by an Associate Fellow of The American 
College of Allergists. 


aspect of allergy), written by an intern or resident. This paper will also be 
presented at the April 20-22, 1958, Congress. A Certificate of Award will 
be made and a prize of $75 be given, and in addition, $75 to defray traveling 
expenses to the convention. 


Committee of the Fourteenth Annual Congress and of members of the 
Editorial Board of the ANNALS oF ALLERGY. Awards and checks will be 
presented at the annual meeting at Atlantic City, New Jersey, in April. 


WOMEN’S AUXILIARY ANNOUNCES AWARDS 


The Women’s Auxiliary of The American College of Allergists announces 


The Bela Schick Award, a prize of $150 and a Certificate of Award, will 


The Clemens von Pirquet Award will be made for the best paper (on any 


All papers are to be judged by a committee consisting of the Program 
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Editorial 


The opinions expressed by the writers of editorials in the ANNALS do not 
necessarily represent the group opinion of the Board or of the College. 


ALLERGY AND HEAT-REGULATORY MECHANISMS 


Every older allergist will remember the days when, in the absence of 
any effective drugs excepting potassium iodide, epinephrine and ephedrine, 
hyperthermia induced by typhoid vaccine was often the only treatment 
available for allergic disorders. It has long been known that any rise in 
body temperature sustained for a day or two will frequently cause a 
remission of bronchial asthma and that this can occur naturally or be 
artificially induced successively for several occasions. 

It now appears that hypothermia is similarly linked to some of the 
manifestations of allergy. It has been noted (by Vukobratovic and Bata, 
Presse méd., 65:7, 1957) that when, in the experimental animal, histamine- 
liberating agents are injected, the levels of histamine measurable in the 
plasma are lower in the hypothermic as compared to the normal animal. 
During such induced hypothermia, rats injected with dextran demonstrate 
lower plasma histamine levels than control rats. In humans, there are 
no reactions to either intradermal histamine or to allergenic extracts when 
focal hypothermia is induced. At normal body temperatures the reactions 
are those usually seen. 

The implications go far beyond the use of hypothermia in the treatment 
of those disorders (snake bite, insect stings and opiate poisoning) in which 
large amounts of endogenous histamine may be released. Where is the 
link, and what is the mechanism that determines that at temperatures 
above and below normal body levels, the manifestations of allergy are 
milder than usual or entirely suppressed ? 


SEROTONIN AND ANAPHYLACTIC SHOCK 


Workers in the field of Anaphylaxis have sometimes been puzzled by 
the varied types of responses as seen in test animals, as for example the 
guinea pig, the rabbit, the rat, the mouse and the dog. Recent work at 
the National Health Institute by Drs. Weisbach, Waalkes and Udenfriend 
throws some light on this problem. 

Serotonin, as well as the enzyme (5-hydrotryptophan) which forms it 
and the enzyme (monoamine oxidase) which destroys it, are all three 


present in high concentrations in the lungs of some of the test animals and 
low or absent in others. High levels are seen in the mouse, rat and rabbit 


pulmonary tissues, and low levels in the guinea pig’s lungs. Rat and 
rabbit lungs also contain large amounts of histamine. 
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In the guinea pig, the pulmonary aspects of anaphylactic shock may 
be mediated by histamine release and blocked by antihistaminic agents. 
The same drugs have little effect | on mouse anaphylaxis. In rats and 
rabbits, lysergic acid diethylamide which inhibits the effects of Serotonin 
will protect against anaphylactic shock. The response to anaphylaxis of the 
lung depends, therefore, on whether there are present both substances or 
a predominance of either. The effects of either or both substances must 
be considered in the production of anaphylactic shock. 

Those who considered the histamine-release theory as an incomplete 
explanation of anaphylactic (and allergic) disorders, have been shown to 
have some justification for their convictions that it leaves too much un- 
explained. 


FRONTIERS OF ALLERGY 


Hand in hand with the search for pure antigens goes the search for 
pure antibodies. 

Dr. Alec Sehon of McGill University recently announced that from the 
blood serum of laboratory animals the pure antibody for ragweed pollen 
had been isolated. A number of soluble antigens were coupled by means 
of azo bonds to polysterenes from which insoluble antigenically specific 
polymers were prepared. The resulting ion exchange resins bound to them- 
selves both precipitable and non-precipitable antibodies, the presence of 
which could be proven by electrophoretic and immunological techniques. 
If physiologically stable when purified, the antibodies so obtained could 
be used for treatment purposes. 

Dr. Sehon told the members of the American Chemical Society that 
the antibodies and antibody-like factors resulting from infection could 
similarly be isolated from human serum. 

He actually went on record with the statement, “These antibodies may 
be separated from the blood of individuals after recovery from a disease, 
and may be injected into other human beings who may not have been 
exposed to previous infection, in order to give transient immunity against 
the agent causing a particular disease.” 

Somebody somewhere, and probably a ragweed non-sensitive subject, 
will have to take injections of ragweed pollen extract. For some time, 
the majority of pollen-sensitive patients will have to take the conventional 
injection type of treatment. But for the patient who does not respond 
satisfactorily with antibodies of his own manufacture or for patients seen 
for the first time during the pollen season, the injection of ragweed pollen 
antibodies may yet become one more weapon in the allergists’ arma- 
mentarium. 
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In Memoriam 


BRET RATNER, M.D. 


Bret Ratner died suddenly on October 11, 1957, in New York City of a coronary 
thrombosis at the age of sixty-four years. This came as a particular shock to 
those who had enjoyed his company that week at the meeting of the American 
Academy of Pediatrics in Chicago. Dr. Ratner gave papers at each of the two 
meetings of the Allergy Section and appeared in the best of health. In his passing, 
the field of pediatrics, and particularly pediatric allergy, sustained a great loss. 

Dr. Ratner was born in Brooklyn, New York, the son of Dr. Leo and Sonia 
Ratner. He received his degree in medicine from New York University in 1918. 
This was followed by a residency in pathology at the New York City Hospital, 
after which he was assistant pathologist for a year and then took an internship 
in pediatrics at the New York Nursery and Child’s Hospital. Here his association 
with Dr. Schloss appears to have been the influence which ultimately resulted in 
the dedication of his medical life to the allergic child. 

Dr. Ratner was a man of tremendous capacity for work. The list of the positions 
he filled, the committees he headed, and his many other medical activities is far too 
long to be repeated here. At the time of his death, he was Professor of Clinical 
Pediatrics (Allergy) and Associate Professor of Immunology at the New York 
University College of Medicine; Attending Pediatrician, Flower and Fifth Avenue 
Hospital and Director of Pediatrics of the Children’s Division of Sea View Hospital. 
He was a Fellow of the American College of Allergists on whose Board of Regents 
he had served and a Fellow of the American Academy of Allergy. Dr. Ratner 
was a Fellow of the American Academy of Pediatrics, the New York Academy 
of Medicine, the New York Academy of Sciences, the Harvey Society, and many 
other scientific organizations in which he participated actively. He was on the 
Editorial Boards of the ANNALS oF ALLERGY and the Review of Allergy and Applied 
Immunology. He was a member of Alpha Omega Alpha and Sigma Xi. 

Although Dr. Ratner made many contributions to the field of general pediatrics, 
his chief contributions were to pediatric allergy, a field in which he is truly a historic 
figure. It was almost entirely due to his endeavors that the Section on Allergy 
of the American Academy of Pediatrics was organized in 1948. The formation 
of the Sub-Specialty Board of Pediatric Allergy was similarly due to his tireless 
efforts to secure recognition of this specialty. In recognition of these services, as 
well as his other contributions to pediatric allergy, he was awarded a scroll by 
the Section on Allergy of the American Academy of Pediatrics in 1955. 

In addition to all his other obligations, Dr. Ratner found time to do fundamental 
research in immunology and allergy, to lead round-tables and seminars under the 
auspices of the American Academy of Pediatrics, the American College of Allergists 
and other organizations, and he was the first allergist to establish a regular training 
program for pediatricians who wished to enter this sub-specialty. He was the author 
of a textbook, “Allergy, Anaphylaxis and Immunotherapy,” published in 1943. He 
also edited and contributed to another book, “Allergy in Relation to Pediatrics,” 
published in 1951, the first textbook devoted exclusively to this subject. He was 
also the author of 134 papers on clinical and experimental allergy and anaphylaxis. 

Dr. Ratner is survived by his wife, Jeanne, his daughter, Mrs. Murray Dworetzky, 
a grandson, Thomas Alan, and a granddaughter, Joan Mara. The family has the 
sympathy, not only of the membership of The American College of Allergists 
but everyone anywhere in the world interested in the welfare of children. 
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Papers of Interest 


Swinyard, E. A. ; Chin, L.; and Fingl, E.: Withdrawal hyperexcitability following 
oa of meprobamate to mice. Science, 125:739-741 (April 
Following a period of chronic administration of large doses of the drug, medication should 
never be stopped abruptly. Demonstration of physical dependence and an, abstinence syn- 
drome following abuse of meprobamate suggests that all members of the new classes of 
tranquilizing agents should be held suspect until definitely proved to be devoid of such 
undesirable qualities. 

Kane, S.: Nutritional management of allergic reactions to cow’s milk. Am. Pract. 

& Digest Treat. 8:65-69 (Jan.) 1957. 
A group of 102 infants suffering from disorders due to cow’s milk allergy were given a 
liquid soybean formula and followed for periods of three to thirty-six months. Of seventy-six 
infants with eczema, all but one showed improvement, and, of the sixty-two infants with 
nondermatological findings, fifty-three improved. 

Auerbach, O.; Gere, J. B.; Forman, J. B.; and others: Changes in the bronchial 
epithelium in relation to smoking and cancer of the lung: A report of progress. 
New England J. Med., 256:97-104 (Jan. 17) 1957. 


Carcinoma in situ was present in proportion to cigarette consumption in smokers who died 
of other causes than bronchogenic carcinoma. There was an almost similar distribution o1 
hyperplasia and metaplasia of the bronchial epithelium in those who smoked more than one 
age a day (6.0%) and in the patients with bronchogenic carcinoma (6.3%). 
Lipman, W. H.: Allergic reaction to the Salk poliomyelitis vaccine. GP, 15 :95-98 
(Feb.) 1957. 


Cough, rhinorrhea, nasal obstruction, sneezing, fever, chills, vomiting, weakness, fainting, 
and anorexia occurred in 205 of 3,970 school children given first and second injections of 
poliomyelitis vaccine. Four patients reacted urticarially to the penicillin. Two patients 
reacted asthmatically. 

Godfrey, M. P.; Maunsell, K.; Lond, M. B.; and Kiel, M. D.: Prednisolone snuff 
in hay fever, a controlled trial. Lancet, 1:767 (Apr. 13) 1957. 

The daily inhalation of 2 mg of prednisolone snuff controls symptoms. No side effects. 


Maley, M. C., and Carter, C. H.: Nitrofurantoin (furadantin) in the treatment of 
upper respiratory infections. Antibiotic Med., 4:211 (Apr.) 1957. 
Effective in twelve of fourteen children suffering from chronic purulent rhinitis resistant to 
treatment with antibiotic agents. 

Kern, R. A.: The use and abuse of steroid therapy, notably in allergic disorders. 
Am. J. M. Sc., 233:430 (Apr.) 1957. 
A thoughtful study well worth reading. 


Evans, A. S.: Endemic respiratory diseases. Postgrad. Med., 21:329 (Apr.) 1957. 
Adenoviruses cause a major portion of nonbacterial infections among military recruits, but 
only a small number among civilians. 

Van Der Veen, J., and Kok, G.: Isolation and typing of adenoviruses recovered 
from military recruits with acute respiratory disease in the Netherlands. Am. 
J. Hyg., 65:119 (Mar.) 1957. 

Of a group of 101 recruits, 32 per cent showed serologic evidence of advenovirus infection 
during the first two months of training. 

Balagot, R. C.; Reyes, R. M.; and Sadove, M. S.: Antifoam agents in pulmonary 

edema. J.A.M.A., 163:630 (Feb. 23) 1957. 
A new antifoam agent was found to be more effective than five other preparations in 
suppressing epinephrine-induced edema in rabbits. Treatment of eight patients is reported. 

Goldstein, S. W.: A comprehensive review of ataraxics, sedatives, tranquilizers. 

J. Am. Pharm. A. (Pract. Pharm. Ed.), 18:92 (Feb.) 1957. 
Well worth reading. 


Plazak, D. J.: A case of corticotropic hormone-induced psychosis treated with 
promazine hydrochloride. Military Med., 120:99 (Feb.) 1957. 
Promazine hydrochloride (Sparine®) was used successfully to counteract adrenergic effects 
seen in an ACTH-induced transient psychotic reaction. 

Dickel, H. A., and Dixon, H. D.: Inherent dangers in use of tranquilizing drugs in 
anxiety states. J.A.M.A., 163:422 (Feb. 9) 1957. 
Of 8,200 anxious patients, the tranquilizing agents caused, in ninety-six, allergic 
reactions; in seventy-eight, toxic effects; in seventy-two, habituation, and in thirty-one, 
hepatotoxic effects. Other symptoms affected almost 100 others. Four died, two by suicide. 
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Green, R. A.; Gomprecht, R. F.; and Stone, D. J.: The use of penicillin V in 
respiratory tract infections. Antibiotic Med., 4:91 (Feb.) 1957. 
All except two of twenty-six patients with bronchitis or pneumonia responded to oral 
administration. 

Newman, M. J. D., and Sumner, D. W.: Megaloblastic anemia following the use of 
Primidone® Blood, 12:183 (Feb.) 1957. 
Similar effects had been observed with Dilantin.® 


Hayashida, T., and Li, C. H.: The influence of adrenocorticotropic and growth 
hormones on antibody formation. J. Exper. Med., 105:93 (Feb. 1) 1957. 
Somatotropin (growth hormone) counteracts the antibody-depressing action of ACTH. 


Hahndel, H. F., and Preger, L.: Agranulocytosis during treatment with an amoe- 
bicide (Camoform). Brit. M. J., 1:387 (Feb. 16) 1957. 

Evidently first case report. 

Borges, F. J., and Bessman, S. P.: Serotonin. Ann. Int. Med., 46: 425 (Feb.) 1957. 
Serotonin, present in lung tissue, is, with histamine, liberated into the plasma during 
anaphylactic shock. The relationships of histamine and anaphylaxis are, evidently, not as 
simple as was first postulated. 

Werther, J. L., and Korelitz, B. I.: Chlorpromazine jaundice. Analysis of twenty- 
two cases. Am. J. Med., 22:351 (Mar.) 1957. 

Clinical-pathological study. All patients recovered. 


Sams, W. M., and Smith, J. G., Jr.: Contact dermatitis due to hydrocortisone 
ointment. J.A.M.A., 164:1212 (July 13) 1957. 

The emulsifying agents in a hydrophilic ointment base where shown to be the causes of 
the hypersensitivity. 

Trouton, Derrick S.: Placebos and their psychological effects. J. Mental Sci., 
103 :344-354 (April) 1957. 

A thoughtful and disturbing paper which should be read and re-read by any physician 
concerned with the evaluation of drugs in any type of patient. 

Stoeckle, John D.; MacMahon, H. E., and Patterson, James F.: Generalized 
“allergic” vasculitis with granulomas of lung and glomerulitis (Wegener’s 
granulomatosis). Bull. Tufts-North East Med. Center, 3:99-109, 1957. 

A transcription of the clinicopathologic conference of the patient suffering from severe 
vasculitis involving almost every organ of the body with granulomatous nodules in the 
lungs and a severe glomerulitis. Death was caused by a staphylococcal pneumonia. 


Patton, John D.: The doctor-patient relationship. North Carolina M. J., 18:279-282 
(July) 1957. 


Discussion of the physician’s role in support, permissive situations, lack of reciprocity 
in the patient’s wishes and fantasies, and the giving or withholding of approval in the 
physician-patient relationship. 


Ewing, John A., and Fullilove, R. E.: Addiction to meprobamate. New England 
J. Med., 257 :76-78 (July 11) 1957. 


Description of a psychologic and physical dependence upon meprobamate as it developed, 
and when the drug was stopped the appearance of physiologic withdrawal symptoms, 
such as cortico-excitability and a state of tension and anxiety that could not be tolerated 
without returning to a higher dosage. The authors feel that meprobamate may ‘‘quite 
easily become a substitute for alcohol or barbiturate intake’ and that habituation may occur.” 
Shaughnessy, H. J.: Present status of viral vaccines. J. Am. Geriatrics Soc., 


5:175-182 (Feb.) 1957. 
Good review of status of smallpox, rabies and poliomyelitis vaccines. 

Woolington, S. S.; Adler, S. J., and Bower, A. G.: Five years’ experience with 
chloramphenicol. Antibiotics Annual, page 365, 1956-57. 
No hematopoietic depression attributable to the drug was noted in 2142 patients studied 
for five years. 

Muckter, H.; Sous, H.; Krupe, W., and Keller, H.: A new antihistamine penicillin 
salt. Antibiotics Annual, page 269, 1956-57. 
Penicillin is combined with an antihistaminic agent (l-p-chlorbenzyl-2-pyrrolidyl-methy]- 
benzimidazol) to form a new procaine-free depot penicillin. 

Hotchkiss, W. T.: Influence of prednisone on nasal polyposis with anosmia. Arch. 


Otolaryng., 64 :478-479 (Dec.) 1956. 

Prednisone may cause almost complete disappearance of nasal polyps. Shrinkage more 
readily occurs with mucous than with fibrous types. Maintenance doses of 3 mg daily 
prevent recurrence. 
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News Items 


NOTICE OF ELECTION OF OFFICERS AND REGENTS 
THE AMERICAN COLLEGE OF ALLERGISTS 


The Nominating Committee has selected one candidate for each elective office to 
be voted on at the next annual election in accordance with the By Laws of The 
American College of Allergists, Article V, Section 7 (j), which reads as follows: 


“Article V, Section 7 (j)—The Nomination of Officers—The Nominating Com- 
mittee shall be composed of five (5) members: The President, two (2) members 
of the Board of Regents each of whom has served at least two (2) years on the 
Board, and two (2) past Presidents, both Regents and Past Presidents to be 
selected by the Board. No member may serve on this committee for two consecu- 
tive years. Not earlier than three (3) months, but not more than six (6) months 
after its selection the Nominating Committee shall pick one (1) candidate for each 
elective office and this shall be known as the official ballot. In making its selection 
it shall take into consideration the qualifications, fitness, capacity, standing, and 
accomplishments in the field of allergy of those considered for selection, and all 
information contained in the membership records maintained in the Secretary’s office 
as to any proposed selectees shall be seasonably supplied to the Committee for this 
purpose. The Nominating Committee shall report its selections to the Secretary’s 
office and as soon as convenient thereafter, but not less than three (3) months before 
the ensuing election, notice of this official ballot shall be given to all voting Fellows 
of the College. This notice may be given either by publication thereof in the official 
organ of the College, ANNALS oF ALLERGY, or by mail. Additional nominations may 
also be made by petition, signed by ten (10) Fellows and sent to the office of the 
Secretary, provided said additional nominations are received in the office of the 
Secretary at least thirty (30) days prior to the next annual meeting. Nominations 
may also be made from the floor at any annual meeting. The election of officers 
and Regents shall be by bailot and shall be by a majority of the votes cast at the 
annual meeting.” 

Nominating Committee 

OrvaL R. WITHERS, Chairman 
STANISLAUS H. JARos 

Puitie M. GorrTLies 

Harry L. Rocers 

Joun H. 


OFFICIAL BALLOT 


Board of Regents—Three-Year Term 


DELBERT J. PARSONS 
Ceci CoLLIns-WILLIAMS 
Maurice C. BARNES 


PITTSBURGH ALLERGY SOCIETY 
New officers for the Pittsburgh Allergy Society are: 
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CONNECTICUT STATE ALLERGY SOCIETY 


A meeting of the Connecticut State Allergy Society was held on November 14, 
1957, at Hartford, Connecticut. New officers were elected for 1958: 
Joseph Weiner, M.D.—President 


Maurice Hillman, M.D.—Vice President 
Marvin Mogil, M.D.—Secretary-Treasurer 


The retiring president, Dr. G. Hurwitz of Hartford, addressed the Society on 
“Cor-Pulmonale.” 


NEW YORK ALLERGY SOCIETY 


At the annual meeting of the New York Allergy Society held on November 6, 
the following were elected to office for the year 1957-1958: 
Dr. Leoni N. Claman—President 
Dr. Aaron D. Spielman—President-Elect 
Dr. Louis Sternberg—Vice-President 
Dr. Sheppard Siegal—Secretary 
Dr. Joseph H. Fries—Treasurer 
Dr. S. Senior Sack—Asst. Secr.-Treasurer 


NEWS OF MEMBERS 


Announcement was made in September of the appointment of Charles D. Marple, 
M.D., of Rowayton, Connecticut, Medical Director of the American Foundation for 
Allergic Diseases. 

Dr. Marple will administer the research and scientific program of the Foundation 
and will be responsible for developing an educational program for both physicians 
and laymen concerned with the causes, treatment and prevention of allergic diseases 
and with related basic sciences. 

Previously, Dr. Marple served as Medical Director of the American Heart Asso- 
ciation, Assistant Clinical Professor of Medicine at the University of California 
Medical Center at San Francisco and was a Research Fellow in the cardiovascular 
research laboratory at Cornell University Medical College. 

* @ 

Harold S. Tuft, M.D., F.A.C.A., has resigned as Medical Director of the Jewish 
National Home for Asthmatic Children to devote full time to allergy practice at 
1635 East 18th Avenue, Denver 18, Colorado. 


RESIDENCY IN ALLERGY 


Applications are being received for appointment to a one-year approved residency 
in allergy at the Montefiore and Medical Center Hospitals as well as at the U. S. 
Veterans Hospital in Pittsburgh, Pennsylvania. Inquiries should be addressed to 
Leo H. Criep, M.D., Bigelow Apartments, Pittsburg, Pennsylvania. 


POSITION OPEN 


There is an opportunity in all phases of allergy existing for an internist or 
pediatrician between the ages of thirty-five and fifty years, certified or certifiable 
in allergy, for full-time Medical Director of a nonsectarian institution in the 
Jewish National Home for Asthmatic Children at Denver, Colorado. The Home 
has a number of one-story cottages on ten acres and houses 150 children. There 
is a separate hospital building with ambulatory treatment rooms. There are two 
full-time fellows in training, an attending allergist, psychiatrist, dermatologist and 
otolaryngologist. In addition, there is a dietitian, laboratory technician, x-ray 
technician as well as a physical therapist, full time. The staff also includes six 
psychologists and a supervisor of counseling department. Salary can be arranged. 

Apply to the Executive Director, Mr. Israel Friedman, 3447 West Nineteenth 
Avenue, Denver 4, Colorado. 
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SIDE EFFECTS OF DRUGS. Compiled by L. Meyler, M.D. 128 pages, including 
subject index. Amsterdam: The Excerpta Medica Foundation, 1957. Price $5.00. 
Someone had to write this book and the wonder is that physicians interested in 


the side effects of drugs had to wait as long as they did. Dr. Meyler is one of the 
Board of Directors of Excerpta Medica. His interest in the field of drug reactions 
resulted in books published in Dutch in 1954 and in Dutch and in German in 1956. 
He intends, each year in May, to publish separately in Dutch and in English the 
literature of the previous year. The present volume therefore represents a summary 
of the world’s literature on the side effects of drugs from 1955-1956. 

The book’s format is admirable. There are twenty-six chapters given to drugs in 
classes and a twenty-seventh to “various” drugs. In each chapter the drugs are ar- 
ranged alphabetically by generic and all trade names. Illustrative case reports are 
printed in fine type. All unfavorable reactions are described. 

It will come as no surprise to many physicians that allergic reactions are now 
being reported following the use of radioactive isotopes. Subsequent to the ad- 
ministration of I131, urticaria or transient purpura with thrombopenia have been 
observed. More serious effects include death from acute myelois leukemia. Other 
side effects are listed as bilateral parotitis, pneumonitis, pulmonary fibrosis ,transient 
thyroiditis, nausea, vomiting, amenorrhea, leukemia and other changes in the types 
and number of the blood cells. 

Among other drugs, saccharin is listed in the New York State Journal of Medi- 
cine as having caused urticaria. 

Because reports repeat themselves, the booklet does not list every paper which 
describes penicillin as causing urticaria. Obviously, in the interest of saving space 
and time, the author used good judgment in noting the most detailed and most il- 
lustrative papers concerned with each drug. Despite its slim 12& pages, every one 
who knows all of the material presented can be an expert in the field of drug re- 
actions. 

The bibliographies for each chapter are detailed and complete. There is an oc- 
casional awkward phrase due to the fact that English is not the author’s mother 
tongue. There are some typographical errors. None of these minor faults should 
keep any allergist from acquiring a copy as soon as he can write to Excerpta Medica. 
This reviewer will see to it that the book has a permanent place on his desk. 


PRACTICAL OTOLARYNGOLOGY. Gervais Ward McAuliffe. 314 pages and 
index. New York: Landsberger Medical Books, Inc., 1957 (distributed by The 
Blakiston Division, McGraw-Hill Book Co.). Price $7.00. 

The allergist who wishes a quick, easy-to-read review of present-day otolaryngology 
will find this book useful to his purpose. Allergic rhinitis is summarily dismissed 
in four pages and treatment of hay fever given fourteen lines. The author states 
that “desensitization is accomplished by fractional doses of a vaccine” (sic) 
“prepared from the offending allergens.” “The local symptoms are relieved by 
antihistamine therapy. The most effective of the antihistamine drugs are: 1. 
Chlor-Trimeton, 2. Pyribenzamine. These drugs are often used in combination 
with the injected allergens. In severe cases, when the usual therapeutic measures 
have failed, Meticorten given in an initial dose of 30 mg a day and decreased 
gradually until a minimum dosage of 5 mg t.id. is reached, often effects prompt 
relief.” 

On the other hand, the author, is the originator of the “wet-section technique” in 
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the treatment and diagnosis of infections of the tonsils. His experimental work 
established the fact that pain from infection of the paranasal sinuses emanated 
from the nasal structures rather than from the sinuses themselves. The author 
also pioneered in the development of aerosol therapy of sinusitis with the original 
machine designed by Dr. Alvin Barach. The chapters dealing with these subjects are 
worth reading. 

Many physicians will disagree that one of the most common causes producing 
a chronic cough which come under the otolaryngologist’s domain include syphilis 
of the lungs or that “a brief period of productive coughing upon arising” .. . “is 
more or less universal among city dwellers.” Few physicians will agree with the 
author when he says that recurrent attacks of pneumonia and acute upper respira- 
tory tract infections may be a precursor to multiple myeloma. Throughout the 
book, the author talks of the “cough reflex” when he actually means a reflex type 
of cough. 

Many otolaryngologists will disagree that toxic labyrinthitis is the most common 
cause of dizziness and that the posterior ethmoid artery is the source of bleeding 
in the most severe nasal hemorrhages; however, the author has made the book very 
practical, it is easy to read and the subject matter well covered which, as the 
author has stated, is his chief purpose in writing the book. 


ANTIBIOTICS ANNUAL 1956-1957. Edited by Henry Welch, Ph.D., and Felix 
Marti-Ibanez, M.D. New York: Medical Encyclopedia, Inc., 1957. 1134 pages, 
including subject and author index. Price $10.00. 


In 1942 there was no pharmaceutical manufacturer in the business of making 
antibiotic agents. In 1955, at the manufacturers’ level $300,000,000 worth of anti- 
biotics were produced. The present total weight issued each year is in excess 
of 1,500,000 pounds. 

More than twenty antibiotic agents are in common use and six new antibiotic 
substances—Ristocetin (an antibiotic oil isolated from a plant), Nucleocidin and 
Alazopeptin (isolated in 1956), Bryamycin, vanomycin and amphomycin—are being 
studied. 

In his introduction entitled “Antibiotics and the Problem of Medical Communica- 
tion,” Dr. Felix Marti-Ibanez points to the fact that, as a result of the three 
previous annual antibiotic conferences, there have been described thirty-three new 
antibiotic agents in 580 papers, written by 1,437 writers of thirty-five different 
nationalities. He notes that there are more than 10,000 medical journals published 
each year and more than 3,000 textbooks concerned with medical subjects. The 
greatest problem of modern medicine, therefore, is that of communication, not 
only between the investigator and his patient, but also between the educator and 
his pupils, and the research worker and his fellow medical colleagues. 

The proceedings of the Fourth Annual Symposium on Antibiotics make available 
more than 150 papers and three panel discussions, which cover the entire field of 
antibiotic agent therapy. There is no aspect of the subject which is not discussed, 
some from the point of view of pure investigation and others from the vantage 
point of clinical application. 

Much of the text is given to reviewing previous reports of sensitivity reactions, 
a number of which are shown not to have been valid. Cases of true sensitivity 
are re-evaluated and placed in their proper perspective. The possible reactions of 
“mixed antibiotic agents” are discussed. The properties of the new antibiotic 
agents are listed. 

Sufficient space is given to the effects of antibiotic agents in food preservation, 
an important subject from the point of view of the allergist, whose patients are 
so sensitive that residual amounts, however small, may conceivably be of importance. 
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A 


Acute drug reaction due to the barbiturate fraction of reducing pills (Bernard 
M. Zussman), 618 

Airborne mold flora of the Atlanta area, 1953-1954 (Morris A. Gordon, Ph.D.), 400 

Allergic children: The clinical importance of food dislikes (Mary S. Boyden and 
Jerome Glaser), 277 

by pathogenic and saprophytic fungi (Otis Field 
illson), 

Allergic management of dendritic ulcer: A report of three cases (Johnny A. Blue), 


5 
Allergic rhinitis and bronchial asthma in ragweed-sensitive —, ” aa 
on the course of (Clifford W. Gurney and Sydenham Cryst), 3 
Allergy and the diffuse collagen diseases (N. G. B. McLetchie), ae 
Allergy in the future (Carl E. Arbesman), 385 
Allergy, mouse (Alan H. Sorrell and James Gottesman), 662 
a problems related to dentistry (J. Warrick Thomas and Harold M. Syrop), 


Allergy to estrogens (Joseph Rebhun), 647 

Anaphylactic reaction to D.P.T. vaccine caused by a silk antigen (Arthur H. Rosen- 
blum), 621 

Anaphylactic reactions to penicillin: Case reports with certain immunologic observa- 
tions (Gustavus A. Peters, Lowell L. ne ong and Louis E. Prickman), 135 

Anaphylaxis and anti-anaphylaxis (A. Besredka), 296 

Anticholinergic drug: Its use in treatment of asthma (D. Edward Frank and Walter 
R. MacLaren), 261 

Antigenic analysis by gel diffusion III. Pollens of the Amaranth-Chenopod group 
(Roger P. Wodehouse), 527 

Antihistamine. Clinical appraisal of a new drug in allergic disease (Sydney F. 
Smith), 25 

Arbesman, Carl E.: Allergy in the future, 385 

Asthma, bronchial: Clinical evaluation of a ecg plus calcium (L. La Mantia, 
M. A. Kaplan, A. L. Aaronson, Howard Lee), 506 

Asthma, bronchial: Observations on the course of allergic rhinitis in ragweed 
sensitive subjects (Clifford W. Gurney and Sydenham Cryst), 367 

Asthma, chronic: Evaluation of choline theophyllinate in the management of 
(Harold S. Tuft), 420 

Asthma: The use of an anticholinergic drug ‘n treatment of (D. Edward Frank 
and Walter R. MacLaren), 261 

Asthmatic attacks: A new formula for relief (KK. A. Baird), 526 

Atlanta area: Airborne mold flora, 1953-1954 (Morris A. Gordon, Ph.D.), 400 

Atomic energy and the life sciences (Alan Gregg), 525 


Baird, K. A.: A new formula for relief of asthmatic attacks, 526 

— Charles M.: Tripelennamine hydrochloride and chlorprophenpyridamine, 
9 

Besredka, A.: Anaphylaxis and anti-anaphylaxis (1919), 296, 486, 498, 595 

Blatt, Nantz, and Rehm technique, A study of sensitivity of human leukocytes to 
tuberculin and other bacterial products (Morris Scherago, John C. Partin and 
Herbert E. Hall), 1 

Blue, Johnny A.: Allergic management of dendritic ulcer, 165 

Boyden, Mary S., and Glaser, Jerome: The clinical importance of food dislikes in 
allergic children, 277 

Bronchial asthma: Studies on antibodies to yeasts in: (M. Goldin, A. Libretti, Ann 
Hoffman, and M. A. Kaplan), 119 
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Bronchial asthma: Therapeutic effectiveness of Elixophyllin for the oral treatment 
of acute and chronic bronchial asthma (Aaron D. Spielman), 

Bronchospastic diseases: Physiologic studies with the _ ( Mer- 
rill M. Goldstein, Ernest O. Attinger, and Isaak Hapner), 6 

Brown, Ethan Allan: The prevention of reactions to repository Siiiiies treatment, 
499 


Cc 


Chervinsky, Paul: Erythema multiforme following poliomyelitis vaccination, 30 

Chlorprophenpyridamine maleate and tripelennamine hydrochloride (Charles M. 
Bancroft), 297 

Choline theophyllinate : Evaluation of its use in management of chronic asthma 
of childhood (Harold S. Tuft), 420 

Clinical appraisal of a new antihistamine in allergic disease ee | F. Smith), 25 

Clinical evaluation of a new antihistaminic drug (Nathan Schaffer), 4 

Clinical evaluation of Sandostene® plus calcium in ey asthma (L. La Mantia, 
M. A. Kaplan, A. L. Aaronson and Howard Lee), 

Cohrs, Clarence C.: Use of non-flushing doses of Son in the treatment of 
foreign protein type reactions, 379 

Comparison of the rate of absorption of subcutaneously and intramuscularly injected 
Phenolsulphonephthalein (Samuel J. Levin, William Roubeck and David Kliger), 
642 


Constitutional reactions: A method to block with antihistaminic drugs orally when 
produced by house dust extract (Enrique Drassinower), 150 

Controlled studies of topical medications in nasal allergy (Henry D. Ogden and Jack 
R. Anderson), 414 


D 


Dendritic ulcer: Allergic management of (Johnny A. Blue), 165 
—: Allergy problems related to (J. Warrick Thomas and Harold M. Syrop), 


Dermatitis: Periorbital following adhesive type strapping of the lower extremities 
(William A. Reyer), 144 

Dermatoses, pruritic: Treatment of with chlorpheniramine maleate and prednisone 
in combination (Metreton), 409 

Drassinower, Enrique: A method to block the constitutional reactions produced by 
house dust extract with antihistaminic drugs orally, 150 

Drug: A new non-narcotic antitussive (Tessalon®), (S. William Simon), 521 

Drug: Clinical evaluation of a new antihistaminic drug in allergic diseases (Phillip 
M. Gottlieb and Jacob Yanoff), 305 

Drug (Diafen®): Clinical evaluation of a new anhistaminic (Nathan Schaffer), 427 


E 


Elixophyllin: Its therapeutic effectiveness for the oral treatment of acute and chronic 
bronchial asthma (Aaron D. Spielman), 

Erythema multiforme following poliomyelitis vaccination (Paul Chervinsky), 30 

Estrogens: Allergy to (Joseph Rebhun), 647 

Evaluation of choline theophyllinate in the management of chronic asthma of child- 
hood (Harold S. Tuft), 420 


F 


Frank, D. Edward, and McLaren, Walter R.: The use of an anticholinergic drug 
in the treatment of asthma, 261 

Fungi, = and saprophytic producing allergic dermatitis (Otis Field Jill- 
son), 

Further studies into the human serum factor which causes necrosis of guinea-pig 
skin (Donald Earl Schaffer), 487 
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G 


Gel diffusion: Antigenic analysis III Pollens of Amaranth-Chenopod group (Roger 
P. Wodehouse), 527 

Goldin, M.; Libretti, A.; Hoffman, Ann; Kaplan, M. A.: Studies on antibodies 
to yeasts in bronchial asthma, 119 

Goldstein, Merrill M.; Ottinger, Ernest O.; and Hapner, Isaak: Physiologic studies 
with the Medihaler-Isoproterenol in bronchospastic diseases, 

Gordon, Morris A.: Airborne mold flora of the Atlanta area, 1953-1954, 400 

Gottlieb, Philip M., and Yanoff, Jacob: Clinical evaluation of Sandostene®, a new 
antihistaminic drug, in allergic diseases, 305 

Gregg, Alan: Atomic energy and the life sciences, 525 

Gurney, Clifford W.; Cryst, Sydenham: Observations on the course of allergic 
rhinitis and bronchial asthma in ragweed-sensitive patients, 367 


H 


Hartman, Milton M.: Nasal reactions to pollen and odor of roses, 391 

Histamine: Use of non- -flushing doses in treatment of foreign protein type reactions 
(Clarence C. Cohrs), 379 

House dust extract: A method to block the constitutional reactions with antihista- 
minic drugs orally (Enrique Drassiiiower), 15 

Human serum factor: Further studies into which causes necrosis of guinea-pig 
skin (Donald Earl Schaffer), 487 

Hypersensitivity syndrome: Skin reactivity of a mouse (I. A. Parfentjev and 
Nancy S. Rafferty), 423 


I 


Jodide sensitivity. Observations on (Lamar B. Peacock and Hal M. Davison), 158 
Is chronic urticaria an allergic disorder? (John H. Mitchell, Douglas L. Smith 
and Robert A. Mayers), 128 


J 


Jillson, Otis F.: Allergic dermatitis produced by pathogenic and saprophytic fungi, 14 


K 


Knight, Granville F.: The importance of nutrition in infection and allergy, 245 
Kraft, Bennett; Howell, Joseph D.; and Blumenthal, David: A psychotherapist’s 
integration into an allergic practice, 168 


L 


Lackenbacher, Rudolph S.: Treatment of pruritic dermatoses with chlorpheniramine 
maleate and prednisone in combination (Metreton), 409 

La Mantia, L.; Kaplan, M. A.; Aaronson, A. L.; and Lee, Howard: Clinical 
evaluation of Sandostene® plus calcium in bronchial asthma, 506 

Levin, Samuel J.; Roubeck, William; and Kliger, David: Comparison of the rate 
of —- ‘of subcutaneously and intramuscularly injected phenolsulphonphtha- 
lein, 64: 


M 


Method to block the constitutional reactions produced by house dust extract with 
antihistaminic drugs orally (Enrique Drassinower), 
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Mitchell, John H.; Smith, Douglas L.; and Mayers, Robert A.: Is chronic urticaria 
an allergic disorder?, 128 

Mold flora: Airborne in the Atlanta area (Morris A. Gordon, Ph.D.), 400 

Mouse allergy (Alan H. Sorrell and James Gottesman), 

Mouse: Skin reactivity in hypersensitivity syndrome (I. A. Parfentjev and 
Nancy S. Rafferty), 423 


N 


Nasal allergy: Controlled studies of topical medications (Henry D. Ogden and 
Jack R. Anderson), 414 

Nasal reactions to pollen and odor of roses (Milton M. Hartman), 391 

New antihistamine: Clinical appraisal in allergic disease (Sydney F. Smith), 25 

New _ drug: Clinical evaluation of diphenylpyraline (Nathan Schaffer), 
42 


New antihistaminic drug: Sandostene®: a clinical evaluation in allergic diseases 
(Phillip M. Gottlieb and Jacob Yanoff), 305 

Nowlis, Vincent and Helen H.: The description and analysis of mood, 505 

Nutrition: Its importance in infection and allergy (Granville F. Knight), 245 


oO 


Observations on iodide sensitivity (Lamar B. Peacock and Hal M. Davison), 158 

Observations on the course of allergic rhinitis and bronchial asthma in ragweed- 
sensitive subjects (Clifford W. Gurney and Sydenham Cryst), 367 

Ogden, Henry D., and Anderson, Jack R.: Controlled studies of topical medications 
in nasal allergy, 414 


P 


Parfentjev, I. A., and Rafferty, Nancy S.: Skin reactivity in hypersensitivity syn- 
drome of a mouse, 423 

Peacock, Lamar B., and Davison, Hal M.: Observations on iodide sensitivity, 158 

Penicillin: Anaphylactic reactions to: Case reports with certain immunologic obser- 
vations (Gustavus A. Peters, Lowell L. Henderson, and Louis E. Prickman), 135 

Periorbital dermatitis following adhesive tape strapping of the lower extremities 
(William A. Reyer), 

Peters, Gustavus A.; Henderson, Lowell L.; Prickman, Louis E.: Anaphylactic reac- 
tions to penicillin: Case reports with certain immunologic observations, 135 
Phenolsulphonephthalein: Comparison of the rate of absorption of subcutaneously 

3 — injected (Samuel J. Levin, William Roubeck, and David 
liger 
Physiologic studies with the Medihaler-Isoproterenol in bronchospastic diseases 
(Merrill M. Goldstein, Ernest O. Attinger, and Isaak Hapner), 626 
Poliomyelitis vaccination, Erythema multiforme following (Paul Chervinsky), 30 
Prevention of reactions to repository injection treatment (Ethan Allan Brown), 499 
Prince, Homer E.: The role of an allergist’s wife, 658 
Psychotherapist’s integration into an allergic practice (Bennett Kraft, Joseph D. 
Howell, and David Blumenthal), 168 


R 


Ragweed-sensitive subjects: Observations on the course of allergic rhinitis and 
bronchial asthma (Clifford W. Gurney and Sydenham Cryst), 367 

Reaction: Acute drug due to the barbiturate fraction of reducing pills (Bernard 
M. Zussman), 618 

Reaction to D.P.T. vaccine caused by a silk antigen (Arthur H. Rosenblum), 621 

Reactions, foreign protein type: Use of non-flushing doses of histamine in treat- 
ment of (Clarence C. Cohrs), 379 

Reactions: (Nasal) to pollen and odor of roses (Milton M. Hartman), 391 
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Rebhun, Joseph: Allergy to estrogens, 647 

Reducing pills: Acute drug reaction due to barbiturate fraction of (Bernard M. 
Zussman), 618 

Repository injection treatment: The prevention of reactions (Ethan Allan Brown), 


Reyer, William A.: Periorbital dermatitis following adhesive tape strapping of the 
lower extremities, 144 

Rhinitis, allergic, and bronchial asthma: Observations on the course of (Clifford 
W. Gurney and Sydenham Cryst), 367 

Role of an allergist’s wife (Homer E. Prince), 658 

Rosenblum, Arthur H.: Anaphylactic reaction to D.P.T. vaccine caused by a silk 
antigen, 621 

Roses, Nasal reactions to their pollen and odor (Milton M. Hartman), 391 


Sandostene® plus calcium: Clinical evaluation in bronchial asthma (L. La Mantia, 
M. A. Kaplan, A. L. Aaronson and Howard Lee), 506 

Schaffer, Donald Earl: Further studies into the human serum factor which causes 
necrosis of guinea-pig skin, 487 

Schaffer, Nathan: Clinical evaluation of a new antihistaminic drug (Diafen®), 427 

Scherago, Morris; Partin, John C.; Hall, Herbert C.: A study of the sensitivity 
of human leukocytes to tuberculin and other bacterial products by the Blatt, 
Nantz, and Rehm technique, 1 

Sensitivity of human leukocytes to tuberculin and other bacterial products by the 
Blatt, Nantz, and Rehm technique, A study of the (Morris Scherago. John C. 
Partin and Herbert E. Hall), 1 

Anaphylactic reaction to D.P.T. vaccine caused by (Arthur H. Rosen- 
lum), 

Simon, S. William: A new non-narcotic antitussive drug, 521 

Sinusitis: Provocative x-ray therapy as a new aid to the diagnosis of suspected 
sinusitis (Oscar Swineford, Jr., George Cooper, Jr.; and H. Rowland Pearsall), 


Skin: Guinea-pig, Further studies into the human serum factor which causes 
necrosis (Donald Earl Schaffer), 487 

Skin reactivity in hypersensitvity syndrome of a mouse (I. A. Parfentjev and Nancy 
S. Rafferty), 423 

Smith, Sydney F.: Clinical appraisal of a new antihistamine in allergic disease, 25 

Sorrell, Alan H., and Gottesman, James: Mouse Allergy, 662 

Spielman, Aaron D.: Therapeutic effectiveness of Elixophyllin for the oral treat- 
ment of acute and chronic bronchial asthma, 270 

Stoutenburg, Adrien: The Allergic (verse), 304 

Studies on antibodies to yeasts in bronchial asthma (M. Goldin, A. Libretti, Ann 
Hoffman, and M. A. Kaplan), 119 

Swineford, Oscar; Cooper, George; and Pearsall, H. Rowland: Provocative x-ray 
therapy as a new aid to the diagnosis of suspected sinusitis, 293 
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tailored to his size 


suspension 


Children readily accept candy-flavored Tedral 

Pediatric Suspension, formulated especially for Py 
the small fry. Tedral Pediatric Suspension is a ee 
half-strength preparation, easily and safely admin- 

istered. Tedral Pediatric Suspension—supplied in 

half pints for half-pint patients. Each teaspoonful! 

(5 cc.) contains the following: 


theophylline (1 gr.) ...... .. to relieve constriction 
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Children under 6 years: smaller doses in proportion to age. 


WARNER-CHILCOTT 


100 YEARS OF SERVICE TO THE MEDICAL PROFESSION 
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prednisolone, free alcohol 
CREAM 0.5% 


.../n inflammatory and allergic dermatoses 
about twice the potency of topical hydrocortisone 


OINTMENT 0.5% WITH NEOMYCIN 


...Where secondary infection is a factor 
. effective prophylaxis and adjunctive therapy 


Formula: Each gram of Meti-Derm Cream contains 5 mg. (0.5%) of prednisolone, free alcohol, in a 
water-washable base. Meti-Derm Ointment with Neomycin contains 5 mg. (0.5%) prednisolone, 

and 5 mg. (0.5%) neomycin sulfate in a white petrolatum base. 

Packaging: Meti-Derm Cream 0.5%, 10 Gm. tube; Meti-Derm Ointment with Neomycin, 10 Gm. tube. 


MD-3-397 


nearly all pruritus responds to topical ““Meti’’steroid therapy... 
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By changing the attitude of the 
emotional dermatologic patient, ‘Thorazine’ 
facilitates the management of the patient and the treatment 
of skin disorders. The patient becomes less insistent 
and frantic, and accepts her affliction philosophically. 
‘Thorazine’ does not cure skin diseases but, according to 
Cornbleet and Barsky,! is a “most useful adjuvant to 
dermatologic therapy” in patients with an emotional background 


of tension, apprehension, excitement, anxiety and agitation. 


THORAZIN E* 


“can be to the dermatologist what the 
anesthetist is to the surgeon.”! 


Smith, Kline & French Laboratories, Philadelphia 


1. Cornbleet, T., and Barsky, S.: The Role of the Tranquilizing “ty 
Drugs in Dermatology, presented at 115th Annual Meeting of 


*T.M. Reg. ULS. Pat. Off. for chlorpromazine, S.K.F. 4 


Illinois State Medical Society, May 19, 1955. iy 
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Laryngologist Albert McKeever 
Would sniffle and sneeze with hay fever, 
Till an R.N. one day 
Put him wise to a spray— 
Biomyprin—hay-fever reliever! 


Biomydr IN nasal spray 


NEPERA LABORATORIES DIP ., Morris Plains, New Jersey 
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The Original—Clinically Proved 


Days oF TRANQU ITY Chloral Hydrate Capsules 
NIGHTS: OF RESTFUL SLEEP 
HYPO-ALLERGENIC 


WHEN YOU 


FELSULES are the only CHLORAL 
HYDRATE CAPSULES which use a vege- 
table glyceride as a vehicle. This results in 
a smooth, prompt and full therapeutic re- 
sponse without gastric irritation, FELSULES 
may be used by patients with heart, liver or 
kidney disease in recommended dosage. 
They rarely produce side-reactions, habit- 
uation or drug hang-over. 


ASCORBACAIN 


NE capsules 


DOSE: 71% gr. 
Restful sleep 
without hangover 
1 or 2 capsules 


RAPID CONTROLI|OF PRURITUS 


Fast Action: Many patients experience almost im- 
mediate relief from itching. Effect of a single dose 
may last from four to six hours.* 


Oral Therapy: Easy to administer. May eliminate 
the need for ointments and bandaging. 


Indications: For the treatment of pruritic symptoms 
due to atopic dermatitis, antibiotic reactions, food 
urticaria, serum sickness, contact dermatitis, drug 
reactions and other allergic manifestations. 


Dosage: One (1) Ascorbacaine Capsule every four 
(4) hours. Dosage should be adjusted to individual 


requirements. 


NOTE: Professional samples and literature are available 
for FELSULES and ASCORBACAINE CAP- 
SULES. Write your name and address on Ff blank 
and mail it either to the New York or Detroit office. 
*Bibliography: Parish, F. A.: An Effective Method for the Treat- 


ment of Pruritus with Oral Use of Procaine Hydrochloride 
and Ascorbic Acid. Annals of Allergy 11:1, 1953. 


lellows ‘Téstagar pharmaceuticals since 1800 


MEDICAL MFG., CO., INC. 
New York 14, N. Y. Detroit 26, Mich. 


Formula 
“Ascorbacaine Capsule 


Acid. 150 mg. 
‘hydrochloride . 250 mg. 
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ANTIHISTAMINE 


why Dimetane is the best reason yet for you to re 


examine the antihistamine you’re now using blan 
for milligram, DIMETANE potency is unexcelled. DIMETANE has a therapeutic indqOUrs 


unrivaled by any other antihistamine—a rela- ene 
tive safety unexceeded by any other antihista- | Exeettent | Good | 
mine. DIMETANE, even in very low dosage, has ang | | | 91 | 
been effective when other antihistamines have = | 3 | miele loz o 
failed. Drowsiness, other side effects have been Bike 


From the preliminary Dimetane Extentabs studies of three investigators. Further clinical investigations will be reported as complet 
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EXTENTABS 12 MG., TABLETS 4 MG., ELIXIR 2 MG. PER 5 CC, 


Dosage: 


Adults—One or two 4-mg. 
tabs. or two to four 


blanket of allergic protection, covering 10-12 ,..., ,onjuis Elixir, three or 


urs—with just one Dimetane Extentab >» DIMETANE 


four times daily. One 
Extentab q.8-12h. or twice 


tentabs protect patient for 10-12 hours on one tablet. Periods  guity. children over 6—One 


a 


12 


of stress can be easily handled a tab. or ion teaspoonfuls 

ixir t.i.d. or q.i.d., or one 
with supplementary DIMETANE _Eztentab q.12h. Children 
Tablets or Elixir to obtain maxi- 3-6—'% tab. or one 
mum coverage. teaspoonful Elixir t.i.d. 
A. H. ROBINS CO., INC. , 


Richmond, Virginia | Ethical Pharmaceuticals of Merit Since 1878 Vj = 
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Marcelle,® the Original Hypo-Allergenic Cosmetics are 
based upon the dynamic concept of continuous laboratory 
and clinical research . . . to minimize the incidence of cos- 
metic sensitivity. 


Materials used in Marcelle Hypo-Allergenic Cosmetics are 
under continuous scrutiny. Literature on cosmetic allergy is 
carefully evaluated and frequent clinical studies are made. 
Patch testing with raw materials and finished products is 
a routine procedure. Marcelle consultation service on in- 
dividual cases of cosmetic sensitivity is at the disposal of 
doctors everywhere. 


The first line of cosmetics accepted by the Committee on 
Cosmetics of the A.M.A....Marcelle will continue to devote 
its facilities and energies to further minimizing the inci- 
dence of cosmetic sensitivity. 


MARCELLE COSMETICS, INC. 
HYPO-ALLERGENIC 1741 NORTH WESTERN AVENUE, CHICAGO 47, ILLINOIS 


«SAFE COSMETICS FOR SENSITIVE AND ALLERGIC SKINS 


Distributed in Canada by 
PROFESSIONAL SALES CORPORATION 
2765 Bates Road e Montreal, Quebec, Canada 
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rstemic relief of resistant allergies—superior 
iallergic and anti-inflammatory benefits plus 
bportive action of vitamin C. 


h METRETON Tablet contains 2.5 mg. prednisone, 2 mg. 
prprophenpyridamine maleate and 75 mg. ascorbic acid. 
les of 30 and 100, 


nhay fever or perennial rhinitis—topical relief 
out rebound or sympathomimetic side effects. 


hee. of MetRETON Nasal Spray contains 2 mg. (0.2%) 
dnisolone acetate and 3 mg. (0.3%) chlorprophen- 
damine gluconate in a nonirritating isotonic vehicle. 
tic squeeze bottle of 15 cc. 


n eye allergies—combined therapy for unex- 
ed relief, 


h cc. of MeTRETON Ophthalmic Suspension contains 
g. (0.2%) prednisolone acetate and 3 mg. (0.3%) chlor- 
phenpyridamine gluconate. Dropper bottle of 5 ce. 


any allergy 


ALWAYS ON CALL... 


TRETON 


**METI''*STEROID-ANTIHISTAMINE COMPOUND 


“SPECIALISTS” 


ophthalmic 
suspension 
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Antihistamine action would have helped... 


When Pandora’s box was opened, allergens must certainly 
have been among the evils she released. ‘PERAZIL’, 
the effective, long-acting antihistamine would have helped then 
as it does now. A single dose usually gives dramatic 
relief to allergic patients for a 12- to 24-hour period, 
and side effects are generally mild and infrequent. 


brand Chlorcyclizine Hydrochloride 
prolonged relief ° few side effects ' 


For children and adults: Sugar-coated Tablets of 25 mg. 
Scored (uncoated) Tablets of 50 mg. 


brat BURROUGHS WELLCOME & CO. (U.S.A.) INC., Tuckahoe, N. Y. 
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LOTION 


ANTISEPTIC 


“.,. unusually satisfactory in the 
routine care of the skin of infants 
... prophylactically effective in 
minimizing the incidence of dia- 
per rash and miliaria.”” 


*Glaser, J.; Thompson, M. L., and Benson, T. D.: A.M.A. Am. J. Dis. Child. 
81:329, 1951. 
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does 
more! 


cleanses - 
lubricates - soothes and 
combats infections 


Unlike many other lotions, Johnson's Baby Lotion 
forms a discontinuous protective oil film—not an 
impenetrable barrier. It contains hexachlorophene 
(0.5 per cent)—for potent, persistent bacteriostatic- 
bactericidal action. Routine use minimizes irrita- 
tions — betters skin care. 


nonirritating Johnson's Baby Lotion is a bland, non- 
toxic oil-in-water emulsion of specially compounded, 
pure mineral oil with lanolin. Has a neutral pH, is 
free from irritating hydrocarbons, contains no anti- 
oxidants or preservatives. 


lets skin function normally Forms a meshwork of 
homogeneously dispersed, micron-sized oil droplets. 
This discontinuous film lets air reach the skin, per- 
mits normal heat radiation, allows perspiration to 
escape readily. Combats miliaria, other irritations. 


combats infections Low surface tension of water- 
miscible lotion base permits antiseptic agent to 
come into close contact with the skin, rapidly control 
surface infections. 


provides long-lasting protection Discontinuous film 
does not disappear readily—gives prolonged protec- 
tion from irritants. 
Antiseptic gives long-lasting protection from common 
skin contaminants. 


cleanses and lubricates thoroughly Water-miscible, 
removes foreign matter soluble in either oil or water. 
Optimal oil content gives excellent lubrication and 
spreads smoothly. 


bettering baby care through specialized research 


BABY PRODUCTS DIVISION 


BABY LOTION 
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"" SUSTAINED ACTION 


TRIPLE-LAYER TABLET 
Keeps patients asymptomatic and 
alert up to 12 hours with one tablet 


HIGH POTENCY 

LOW SEDATION 

antihistamine 


Brand of Isothipendyl hydrochloride 


4-mg. starter dose (rapid release for rapid, initial control) 
2-mg. booster dose (provides continuing therapeutic levels) 
6-mg. follow-up dose (slow release for sustained, prolonged relief) 


“Twelve hours was the duration of action [of one tablet] 
in over 90 per cent of a series of 125 patients treated with 


The Group 4 features of “THERUHISTIN”— high 

potency/low sedation — have been established in recent trials 
involving 602 patients.’ Effective results were obtained 

in 92 per cent of the cases and drowsiness was reported in only 
0.8 per cent—or only 1 out of every 100 patients. 

DOSAGE: “THERUHISTIN”-S.A.—1 tablet on arising; repeat every 


8-12 hours as necessary. SUPPLIED: “THERUHISTIN”-S.A, Tablets, 12 mg. 
bottles of 100 and 1,000. 


ALSO AVAILABLE: “THERUHISTIN” Tablets, 4 mg., bottles of 100 and 1,000. 
“THERUHISTIN” Syrup, 2 mg. per 5 cc. (tsp.), bottles of 16 fluidounces. 


oo AYERST LABORATORIES New York, N.Y. « Montreal, Canada 


1 A Personal communication. 2. New and Unused Therapeutics Committeo, 
pee lh Interim Report at Thirteenth Annual Congress, Mar. 20-22, 1957, 
Chicago, Ann. Allergy, to be published. 
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Specific ans 
DIAGNOSI 


diseases Of 


By JEROME GLASER, M_.D., 


Assistant Professor of Pediatrics, 
University of Rochester, School 
of Medicine and Dentistry; Pedi- 
atrician-in-Chief, Genesee Hospi- 
tal; Consulting Pediatrician, Roch- 
ester General Hospital and St. 
Mary’s Hospital, Rochester, New 
York. 


The great majority of the sub- 
jects discussed in this book have 
never before been included in any 
book on pediatric allergy, as for 
example, allergy to insect bites 
and stings, physical allergy, eosin- 
ophilic pneumonopathy, the aller- 
gic tension-fatigue syndrome, man- 
agement of the child with chronic 
asthma; the steroids in the treat- 
ment of allergic disease; diseases 
caused by pollen other than rose 
and hay fever; anaphylactoid pur- 
pura; allergy to drugs and vac- 
cines; the collagen diseases and 
a great variety of other diseases 
either allergic or of interest to 


560 


pages 
44 illustrations (24 in color) 


problems of 


to the 
IS, TREATMENT, and 


the 
MANAGEMENT of hildhood 


infancy and ¢ 


allergic 


the allergist because they are re- 
lated to or may simulate allergic 
diseases. 


SPECIAL FEATURES: 


¢ Differential diagnosis and treat- 
ment of the RECURRENT 
UPPER RESPIRATORY DIS- 
ORDER 

PERENNIAL ALLERGIC 
RHINITIS 

¢ Differential diagnosis of BRON- 
CHIAL ASTHMA IN _IN- 
FANCY AND CHILDHOOD 

* ECZEMA IN INFANCY 


ALLERGY IN CHILDHOOD is 
a monograph in The Banner- 
stone Division of AMERICAN 
LECTURES IN ALLERGY, ed- 
ited by Max Samter, M.D., 
Chief, Allergy Clinic, Research 
and Educational Hospitals, Uni- 
versity of Illinois; Associate Pro- 
fessor of Medicine, University of 
Illinois College of Medicine, Chi- 
cago, Illinois. 


Sent on approval, $12.50 
Published 1956 


CHARLES C THOMAS e PUBLISHER 301-327 East Lawrence Avenue SPRINGFIELD e ILLINOIS 
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NOTABLE QUOTES 
about CLISTIN in Allergy 


“Carbinoxamine maleate “... compares favorably with 
produced the fewest complaints the most effective 
of drowsiness, as well as the antihistaminic agents now 
available... produces 

less sedation than 


most...”2 


lowest incidence of all 
side effects... .”1 


“Undesirable side effects 


; “87 per cent reported some 
.. were infrequent and 


relief of their symptoms...” 


“Clistin has proved to be useful 
in the relief of symptoms 


“Clistin Maleate is a potent 
antihistaminic drug with 
caused by perennial only weak sedative 
allergic rhinopathy and properties .. .”2 
in acute and chronic 


urticaria and pruritus.”4 


CLISTIN 


Carbinoxamine Maleate 


| Mc NEIL] Dosage forms: 


LABORATORIES, INC. Tablets Clistin, 4 mg. 


Tablets Clistin R-A (Repeat Action Tablets Clistin, 8 mg.) 
Philadelphia 32, Pa. Elixir Clistin, 4 mg. per 5 cc. 
1. MacLaren, W. R., ff, W. C., Eisenberg, B. C., Weiner, H., and Martin, W. H. 


Ann. Allergy 13: ‘(ay 1955. 
2. Beale, H. D., Rawli ling, F. F. A., and Figley, K. D.: J. Allergy a :521 (Nov.) 1954. 
3. Johnson, H. 18 Jr.: Am. Yad & Digest. Treat. 5: :862 (Nov.) 1954. 
4. arate B. = Landa, C. R., Rossi Richeri, O. F., and Tracchia, R. O.: J. Allergy 27:57 
(Jan 


| 
| 
| 
1 
i 
| 
| 
| 
| 
| 
ase | 
. | 
| 
1 
| 
| 
1 
| 
| 
| 
| 
— 
| 
| 
| 
| 
| 
| 
| 
| 


As reported in the Archives of Pediatrics 
by Slobody, Untracht and Hertzmark. 


REAM OF 


RICE MOST 
HYPOALLERGENIC 


n their intensive study of 174 cereals, they conclude that “rice... 

unselected children, Slobody, — shows the fewest allergic reactions 
Untracht and Hertzmark did not of any cereal checked... Even chil- 
find a single case of intolerance to _—_ dren potentially allergic to rice tol- 
cooked rice. After judging results erate it well when it is cooked in 
of both their own survey and com- _ the presence of moisture.” 
parative reports on sensitivity to 


* * * * * * * 


4 out of 5 Pediatricians pon Ta 
Also Recommend Cream of Rice ala 10 Times Faster! 
for Three Other Important Reasons 


Every listed pediatric specialist was 
questioned by an independent re- _s 4 
search organization about another : 
study reported in the Archives of 
Pediatrics. Of those who believed 
their experience justified an answer, 
156—81.7%—teplied “yes” to all 
three points in question. These lead- 
ing pediatricians agreed that Cream 
of Rice: 


e GIVES ‘“‘MORE AVAILABLE 
CALORIC ENERGY”’ 
IS ‘“‘“MORE EASILY DIGESTIBLE”’ 


GIVES ‘‘NUTRITIONAL ENERGY 
MORE RAPIDLY’’ THAN 
ANY OTHER KIND OF CEREAL 


Write for Professional Samples: 
Grocery Store Products Co., 
Dept. AA-12, West Chester, Pa. 
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Creating a major drug: great new promise* 
wetEDERLE LABORATORIES DIVISION, AMERICAN CYANAMID CO MPA , PEARL RIVER, NEW YORK | | 


an method of 
theophylline therapy 


CLYSMATHANE 


Disposable Rectal Unit 


simple...safe...effective... 


For the alleviation of symptoms in bronchial 
asthma and the acute episodes of heart failure, 
CLYSMATHANE(Fleet)supplies prompt therapeu- 
tically adequate blood levels of theophylline.“ 


Even after repeated dosage CLYSMATHANE 
(Fleet) minimizes the side effects often asso- 
ciated with oral or parenteral theophylline 
administration. The plastic squeeze bottle (with 
attached, prelubricated, non-traumatic rectal 
tube) is designed for self-administration. 


Dosage: One CLYSMATHANE (Fleet) 
Unit as a retention enema before retir- 
ing or as directed. Available on prescrip- 
tion at professional pharmacies. 

Composition: Theophylline monoetha- 
nolamine (Theamin, Fleet) 0.625 Gm. 
aqua 37.0 ml. in rectal dispenser. Units 
packed in individual cartons, manufac- 
turer’s label readily removable. 

aay es (1) Ridolfo, A. S. & Kohlstaedt, 


G., “A simplified method for the rectal in- 
stillation of theophylline”— to be published 


(FLEET) 
Disposable Rectal Unit 
Professional Samples and literature on request 


c. B. FLEET CO., INC. 
Lynchburg, Virginia 


since 


| 
| 
Hil 
“LYSMAT 
Disposable i 
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New report* 
eveals 


Richmond 20, Vii inia 
cal Pharmaceuticals 


| 
obitussin) was found su- 
perior to potassium iodide” 
ung capacity meas- 
urements “being slightly 
= sium iodide.” Severity of cou 
act. & Dig. of Treat. 7:585. 
® 
obitussi n 


CENTER LABORATORIES, INC. 
Manufacturing Chemists 


PORT WASHINGTON, N.Y. 


Complete Allergy Service — from Solution to Syringe 


— also complete line of office and laboratory 
supplies for the physician 


catalog on request 


*Silbert, N. E., Ciba Clinical Symposia; 6: 86; May 1954 
Mechaneck, Annals of Allergy; 12: 164: March 1954 

Rosen, F. L., J. Med. Soc. N. J.: 51: 110: March 1954 

Mueller, H. L., & Hill, L. W.: N. E. J. of Med; 249: 726, 1953 
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A KEY WORD 
IN ALLERGY RELIEF 


BENADRYL 


ethics | 


BLOCKS REACTION 
RELIEVES SYMPTOMS 
IN PATIENTS WITH 


- vasomotor rhinitis 
- gastrointestinal allergy 
- urticaria 
atopic dermatitis 
- contact dermatitis 
neurodermatitis 
- drug reactions 
- transfusion reactions 
e serum sickness 
- reactions to desensitization 


proc edures 


Caution is suggested in pre- 
scribing BENADRYL for use 

when sedation or atropine- 
like action is contraindicated. 


BENADRYL Hydrochloride (diphenhydra- 
mine hydrochloride, Parke-Davis) is available 

in a variety of forms—including Kapseals,® 
50 mg. each; Kapseals, 50 mg., with ephedrine 
sulfate, 25 mg.; Capsules, 25 mg. each; Elixir, 
10 mg. per 4 cc.; and Steri-Vials,® 10 mg. 
per cc., for parenteral therapy. For delayed 
action, BENADRYL Hydrochloride Emplets,® 


50 mg. each. 


Intantile Dermatitis Due to Hypersensi- 
tiveness to Cow’s Milk and Milk Products. 


Before Treatment 


After 21 days of administration of Milk 
Propeptan. 


Milk Propeptan and gradually in- 
creased amounts of Cow’s Milk (in- 
gested 45 minutes after each admin- 
istration of capsules) produced 
complete alleviation of allergic 
manifestations. Medication was 
— without incidence after 
jays. 


IN THE DIAGNOSIS 
AND TREATMENT OF 
NUTRITIONAL 
ALLERGIES 


Faster, more patient-acceptable 
method of identifiying allergens 


Permits the patient to have an ade- 
quate diet, alleviates existing aller- 
gic symptoms promptly, identifies 
the allergenic food with minimal in- 
convenience to the patient. 


Faster, more patient-acceptable 
to the offending 
‘oods 


Whatever method is used for iden- 
tification of the allergens. 


with specific food 


PROPEPTANS 


lied pH of 


which retain the specificity of the —— 
substance without its allergizing effect. 


Fifty individual Propeptans are 
available, covering a wide variety 
of foods for maximal variation of the 
diet. 


Properly administered, Propeptans 
first cause partial and temporary 
“neutralization” of the antibodies. 
Complete and lasting deallergiza- 
tion then is usually accomplished 
within 2 or 3 weeks. 


Also available: Polypropeptans, food 
digests (Propeptans) of 12 foods, 
combined for simplification of tech- 
nique and lower cost, with a more 
restricted diet. 


erature, price lists and FREE 
tient instruction sheets. 


DALARE ASSOCIATES 
2300 Locust Street 
Philadelphia 3, Pa. 


4 
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4a 
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[ ASSOCIATES 
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the. 


ALERT 


al lergic 


Relieved of symptoms but still alert... 
is the patient for whom you prescribe 


CLISTIN 


Carbinoxamine Moleate 


for “*...effective control of 


allergic symptoms with A “.,.potent antihistaminic drug with only 
weak sedative properties...’ Clistin is right 
little risk of sedation...””! 
...for the patient who must remain wide 
awake and on the job in spite of his allergy 


CLISTIN dosage forms: | 
Tablets Clistin, 4 mg. 
Tablets Clistin R-A (Repeat Action ...for the very young allergy sufferer 
Tablets Clistin, 8 mg.) 
Elixir Clistin, 4 mg. per 5 cc. ...for ALL your allergy patients 


1. Johnson, H. J., Jr.: Am. Pract. & Digest. - 
Treat. 5:862 (Nov.) 1954. | McNEIL 


2. Beale, H. D.; og F. F.A., and 
Figley, K. D.: J. Allergy 25:521 (Nov.) 1954. 


LABORATORIES, INC. 
Philadelphia 32, Pa. 
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The American College of Allergists 


COMMITTEES—1957-1958 
Standardization Finance 
M. Murray Peshkin, M.D., 
Advisory Council New York, N. Y. 
Morris Scherago, D.V.M., Lexington, Ky. (Chairman) 


(Chairman) 
J. Warrick Thomas, M.D., Richmond, Va. 


Members 


H. A. Abramson, M.D...New York, N. Y. 
Samuel Bloom, M.D......... Brooklyn, N. Y. 
V. J. Derbes, M.D.......New Orleans, La. 
H. L. Graham ............:0-0 Dallas, Texas 
L. J. Halpin, M.D...Cedar Rapids, Iowa 
Morris Kaplan, M_.D......... Chicago, IIl. 
A. L. Maietta, M.D......... Boston, Mass. 
M. H. Mothersill, M.D., 

Indianapolis, Ind. 
H. E. Prince, M.D......... Houston, Texas 
H. B. Tillman, M.D.....Springfield, Mass. 
R.P. Wodehouse, Ph.D...Pearl River, N.Y. 


Subcommittee for Certification of 
Allergenic Extracts 


Morris Scherago, D.V.M., Lexington, Ky. 
(Chairman) 

V. J. Derbes, M.D. ...New Orleans, La. 

Morris A. Kaplan, M.D....... Chicago, IIl. 

Robert F. E. Stier............ Spokane, Wash. 
R. P. Wodehouse, Ph.D., 

Pearl River, N. Y. 


Subcommittee for Standardization of 
Aerosol Therapy 


H. A. Abramson, M.D...New York, N. Y. 
(Chairman) 
George F. Harsh, M.D., San Diego, Calif. 
Louis E. Lieder, M.D.....Cieveland, Ohio 
M. H. Mothersill, M.D., 
Indianapolis, Ind. 
M. Murray Peshkin, M.D., 
New York, N. Y. 


By-Laws 
Ethan Allan Brown, M.R.C.S. (Eng.), 


M. Murray Peshkin. M.D., 
New York, N. Y. 
Cecil M. Kohn, M.D.....Kansas City, Mo. 


Credentials Committee 


Philip Gottlieb, M.D.....Philadelphia, Pa. 
hairman) 

Sam H. Sanders, M.D.....Memphis, Tenn, 
George F. Hieber, M.D. 

St. Petersburg, Fla. 


Homer E. Prince, M.D.....Houston, Texas 
Lawrence J. Halpin, M.D., 
Cedar Rapids, Iowa 


Aerobiology 
Marie B. Morrow, Ph.D.....Austin, Texas 
(Chairman) 


Subcommittee on Air-borne Bacteria 
L. O. Dutton, M.D......... El] Paso, Texas 
(Chairman) 

Grace Talbott, M.D., 
San Francisco, Calif. 

Edward E. P. Seidmon, M.D., 

Plainfield, N. J. 
L. Dell Henry, M.D.....Ann Arbor, Mich. 
James A. Mansmann, M.D., 

Pittsburgh, Pa. 
Rata L. Dea E] Paso, Texas 


Subcommittee on Entomology 
Boen Swinny, M.D.....San Antonio, Texas 
(Chairman) 

Richard L. Etter, M.D.....Houston, Texas 

James W. H. Rouse, M.D., 
San Antonio, Texas 
A. Ford Wolf, M.D......... Temple, Texas 
(Anyone desiring to work on this 
Subcommittee is requested to commu- 
nicate with Dr. Swinny.) 


Subcommittee on Industrial Fumes and 
Smokes 
Lester L. Bartlett, M.D.....Pittsburgh, Pa. 
(Chairman ) 
Abram M. Targow, M.D., 
Los Angeles, Calif. 
Stephen D. Lockey, M.D...Lancaster, Pa. 
Theron G. Randolph, M.D., 
Evanston, III. 
James W. Hammond~....Houston, Texas 


Subcommittee on Meteorology 


Frank L. Rosen, M.D.......... Newark, N. J. 
(Chairman) 
Sydney F. Smith, M.D., 
Highland Park, N. J. 
Solomon D. Klotz, M.D.....Orlando, Fla. 
A. Nelson Dingle, M.D. 
Ann Arbor, Mich. 
Frederick Sargent, II, M.D.,* 
Urbana, Il. 
(Consultant) 


*By invitation. 
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Subcommittee on Mycology 


Homer E. Prince, M.D.....Houston, Texas 
(Chairman) 

Nathan Schaffer, M.D.....E. Orange, N.J. 
Clifford H. Kalb, M.D., Milwaukee, Wis. 
Grace Talbott, M.D., San Francisco, Cal. 
Dick H. Huff, M.D., 

Oklahoma City, Okla. 
Wm. H. Browning, M.D., Shreveport, La. 
Morris A. Kaplan, M.D.......... Chicago, Ill. 
Samuel D. Bell, M.D.....New York, N. Y 


Subcommittee on Pollen 


(Chairman) 


Herman A. Heise, M.D...Milwaukee, Wis. 
Samuel Ross, M.D............. Fresno, Calif. 
Martyn Vickers, M.D............ Bangor, Me. 


Program 
Merle W. Moore, M.D.....Portland, Ore. 
(Chairman) 
Harry L. Rogers, —~ D...Philadelphia, Pa. 
Philip M. Gottlieb, M 
Philadelphia, Pa. 


(Co-Chairmen Graduate Instructional 
Course) 


Local Program Committee 1957 


Morris A. Kaplan, M.D.......Chicago, III. 
(Chairman) 
Leon Unger, M.D................. Chicago, IIl. 


Public Education 


Morris Kaplan, M.D............. Chicago, Ill. 
(Chairman) 


Ethan Allan Brown, M.R.C.S. (Eng.), 
Jonathan Forman, M.D., Worthington, O. 
John D. Gillaspie, M.D., Boulder, Colo. 
Harry Leibowitz, M.D.....Brooklyn, N. Y. 
Jas. A. Mansmann, M.D...Pittsburgh, Pa. 
M. Murray Peshkin, M.D., 
New York, N. Y. 
Harry L. Rogers, M.D...Philadelphia, Pa. 
James Stroh, M.D............. Seattle, Wash. 


Central Nervous System Allergy 


Theron G. Randolph, M.D.,Evanston, III. 
Chairman) 


C. H. Ahroon, M.D.....Bloomington, Ill. 
Harry G. Clark, M.D......... Detroit, Mich. 
Susan C. Dees, M.D.......... Durham, N. C. 
G. S. Frauenberger, M.D.....Evanston, Il. 
Philip M. Gottlieb, M.D., 

Philadelphia, ra. 
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Stanislaus H. Jaros, M.D., 
Harlingen, Tex. 
Milton Millman, M.D...San Diego, Calif. 


Frederick Speer, M.D.......... Mission, Kan. 
Dermatology 
Maurice C. Barnes, M.D.....Waco, Texas 
(Chairman) 


Rudolf L. Baer, M.D.....New York, N. Y. 
Stephan Epstein, M.D.....Marshfield, Wis. 
Alex Friedlaender, M.D.....Detroit, Mich. 
Max Grolnick, M.D......... Brooklyn, N. Y. 
Otis Jillson, M.D......... Hanover, N. H. 
Adolph Rostenberg, Jr., M.D., 
Chicago, II. 
Stephen Rothman, M.D.....Chicago, Il. 
Albert H. Rowe, M.D.....Oakland, Calif. 
Perry A. Sperber, M.D., 
Daytona Beach, Fla. 


Ophtho-Otolaryngologic Allergy 
Edley H. Jones, M.D.....Vicksburg, Miss. 
(Chairman) 

(Chairman-Elect) 


Clyde F. Elkins, M.D.....Lubbock, Texas 
(Secretary) 


Pediatric Allergy 

Howard G. Rapaport, M.D., 
New York, N. Y. 

(Chairman) 

Wm. P. Buffum, M.D...Providence, R. I. 
Norman W. Clein, M.D.....Seattle, Wash. 
C. Collins-Williams, M.D...Toronto, Can. 
Ethel M. Davis, M.D......... Chicago, Ill. 
Susan C. Dees, M.D.......... Durham, N. C. 
Paul F. DeGara, M.D...New York, N. Y. 


Claude A. Frazier, M.D. 
Asheville, N. C. 
Joseph H. Fries, M.D.....Brooklyn, N.Y. 


Jerome Glaser, M.D.....Rochester, N. Y. 
Arthur J. Horesh, M.D.....Cleveland, O. 
Harold I. Lecks, M.D...Philadelphia, Pa. 
Samuel J. Levin, M.D.....Detroit, Mich. 


John P. McGovern, M.D. 
Houston, Texas 


Edward S. O’Keefe, M.D.....Lynn, Mass. 
Walker L. Rucks, M.D...Memphis, Tenn. 
Sheldon C. Siegel, M.D., 

Los Angeles, Calif. 
Frederick Speer, M.D......... Mission, Kan. 
A. V. Stoesser, M.D...Minneapolis, Minn. 
Harold S. Tuft, M.D......... Denver, Colo. 
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Psychosomatic Allergy 


Bennett Kraft, M.D.....Indianapolis, Ind. 
(Chairman) 
H. A. Abramson, M.D...New York, N. Y. 
Dorothy Baruch, Ph.D., 
Beverly Hills, Calif. 
Hal M. Davison, M.D......... Atlanta, Ga. 
L. O. Dutton, M.D........... E] Paso, Texas 
Wm. Kaufman, M.D...Bridgeport, Conn. 
Hyman Miller, M.D...Beverly Hills, Calif. 
John H. Mitchell, M.D...Columbus, Ohio 
M. Murray Peshkin, M.D. 
New York, N. Y. 
Homer E. Prince, M.D.....Houston, Texas 
H. G. Rapaport, M.D...New York, N. Y. 
Milton Steinhardt, M.D.....Detroit, Mich. 
Boen Swinny, M.D., San Antonio, Texas 
Grace M. Talbott, M.D., 
San Francisco, Calif. 


New and Unused Therapeutics 


Ethan Allan Brown, M.R.C.S. (Eng.), 

Boston, Mass. 
(Chairman) 

Philip Blank, M.D............. Pittsburgh, Pa. 

H. Whitney Boggs, M.D...Shreveport, La. 

Ethel M. Davis, M.D........... Chicago, II. 


L. O. Dutton, M.D......... El Paso, Texas 
Frank F. Furstenberg, M.D., 

Baltimore, Md. 
John D. Gillaspie, M.D.....Boulder, Colo. 
L. Dell Henry, M.D.....Ann Arbor, Mich. 
Stanislaus H. Jaros, M.D. 

Harlingen, Tex. 
A. Irwin Kleinman, M.D. 

Brooklyn, N. Y. 


Cecil M. Kohn, M.D.....Kansas City, Mo. 
Morris Leider, M.D......... Brooklyn, N. Y. 
Samuel J. Levin, M.D.......Detroit, Mich. 
E. J. Luippold, M.D......... Boonton, N. J. 


Harry Markow, M.D.....Brooklyn, N. Y. 
J. A. Rudolph, M.D.....Miami Beach, Fla. 
Nathan E. Silbert, M.D......... Lynn, Mass. 
Solomon Slepian, ‘MLD... ..Brooklyn, N. Y. 
Perry Sperber, M.D. , Daytona Beach, Fla. 


Rheumatism and Arthritis 


George E. Rockwell, M.D...Weslaco, Tex. 
(Chairman) 
C. R. Kingsley Johnston, M.D., 
Cleveland, Ohio 
Wm. Kaufman, M.D...Bridgeport, ‘Conn. 
Theron G. Randolph, M.D...Chicago, III. 
Michael Zeller, M.D............ Chicago, Ill. 


for acute and chronic asthma 


QUADRINAL is given to the asthmatic to make the day more pleasant, 
lengthen the interval between paroxysms and abort recurring attacks. Vital 


capacity is increased, breathing and expectoration are easier, 


and the 


patient feels more relaxed and comfortable. 


Each QUADRINAL tablet contains ephedrine 
hydrochloride and phenobarbital, % gr. each, 
Phyllicin (theophylline calc. sal.) 2 grs. and 
potassium iodide 5 grs. 


DOSE: ¥ to 1 tablet every 3 or 4 hours. 


AVAILABLE: In bottles of 100, 500 and 1000 tablets. 


Quadrinal, Trademark 


PHARMACEUTICAL COMPANY 
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Creating a major drug with great mew promise* 
| oming soon 


* the distressing 


symptoms of 
bronchial 


Luasmin 


Capsules and Enteric Coated Tablets 


An established formula, Luasmin sup- 
plies three ingredients which provide the 
practical symptomatic approach in the 
treatment of bronchial asthma. 


Taken before bedtime, a capsule and a 
Theophylline tablet usually assure a full night’s sleep. 
Sodium Acetate ie Increases efficiency of - During the day, Luasmin capsules bring 
0.2 Gm circulation and respiration 5 
— prompt relief. 


Ephedrine te Relaxes bronchial tree and 


eam relieves mucosal congestion 
= Est. 1852 
Phenobarbital Provides mild Samples and literature on request 
Sodium sedation 
30 mg. Brewer & Company, Inc. 


Worcester 8, Massachusetts, U.S.A. 
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COW'S MILK ALLERGY_IN INFANTS 


RECOGNIZABLE “eczema 


asthma persistent rhinitis hyper- 
irritability colic diarrhea * vomiting 
(pylorospasm) ® cough ® nasal stuffiness 
all these symptoms have been traced to 


cow's milk allersy TREATABLE 


hy MULL-SOY 


several investigators report that substitution of 
MULL-SOY for cow’s milk usually results in prompt 
and often dramatic remission of symptoms when cow’s 
milk is the offender. ; 


MULL-SOY... pioneer hypoallergenic alterna- 
tive to cow’s milk...now even better in palat- 
ability, lighter color, freedom from loose stools, 
in promoting normal growth and development. 
Easily digested and assimilated, free of added po- 
tential allergens, high in unsaturated fatty acids, 


MULL +SOY BREMIL DRYCO ACTOSE KLIM 


products of BORDEN’S PRESCRIPTION PRODUCTS DIVISION, 350 Madison Ave., New York 17 
*A comprehensive bibliography on cow’s milk allergy is available to interested physicians. 


A-35 


A | 
| 
} 
| 
{ 
| 
| 
| 
‘ 
A | 


Increase in vital 
capacity produced by 
Elixophyllin — 5 Tbsp. 
(Average increase in 
30 minutes — 807 cc.) 


Vital capacity of 

20 patients in acute 
asthmatic attack 
before treatment. 
(Average — 2088 cc.) 


A single oral dose of 
Elixophyllin terminates acute 
asthmatic attacks in minutes 


after 30 minutes 


after 15 minutes 


after 5 minutes 


Before 
treatment 


1. Schluger, J., et al.: Am.J.M.Sci. 233-296, 1957. 4. Schluger, J., et al.: Am. J. M. Sci. 234:28, 1957. 

2. Spielman, D.: Ann. Allergy 15:270, 1957. 5. Greenbaum, J.: (to be published). 

3. Kessler, F.: Connecticut St. M. J. 21:205, 1957. 6. Waxler, S. J. & Schack, J. A.: J.A.M.A. 143:736, 1950. 
7. Bradwell, E. K.: Acta med. scandinav. 146:123, 1953. 
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With Elixophyllin orally administered, rapid theophylline 
absorption produces blood levels comparable to intravenous 
aminophylline.!.* Now your patients can terminate severe asthmatic 
attacks—conveniently and quickly with oral medication. 


Vital capacity (shown at left) is promptly increased and severe 
attacks are usually terminated in 15-30 minutes, 


Excellent to good response has been reported? *.45 in 97 of 108 
patients after a single oral dose of Elixophyllin. 


Oral Elixophyllin-equivolent to 
SO mg. aminophylline 


1.V, Aminophylline 250 


- 


THEOPHYLLINE BLOOD LEVELS 
micrograms/ml. whole blood 
o 


a 
“ sb wW 60 120 240 


MINUTES AFTER ADMINISTRATION (Average Valves) 


Elixophyllin data—Schluger et al.;! aminophylline data—Waxler and Schack.® 


X — Waxler and Schack® made no 15 minute determination. Bradwell? reported 7.0 mcg./ml. 
at 15 minutes following 300 my. of I.V. aminophylline. 


Adult dose in severe attacks is a wineglassful (75 cc. or 

5 tablespoonfuls) containing theophylline equivalent to 500 mg. 
aminophylline in hydro-alcoholic solution (alcohol 20% ). Unusually 
well tolerated. Children’s dosage: 0.375 (¥%) cc. per lb. body weight. 


For day and night relief of chronic symptoms of asthma, emphysema, 
etc.: 3 tablespoonfuls on arising, at 3 P.M., and on retiring. 
After several days of quite constant relief, reduce dose gradually. 


ELIXOPHYLLIN 


Literature on request Detroit 11, Michigan 
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not delayed action, 


not repeat action 


but continuous 
antiailergic action 


The new and unique long-acting princip'e 
of the Pyribenzamine Lontab offers cor- 
tinuous antiallergic action, sustained as long 


just one as 12 hours. 
Just one Lontab in the morning and one 


- Y R | B E N ¥ a A M | N Fe in the evening provide day-long plus nighi- 


long protection against attacks of sneezino, 


y nasal congestion and tearing in hay fever-- 


as well as symptoms of other allergies. 


relieves your hay fever patient all day or all night 


104 
96 
8B 
80 
Su 
Total Release of Pyribenzamine Content 
: = 40 from Lontab (expressed in percentage) 
32 
HOURS 


i 
i 
> UPPLIEO: Pyribenzamine Lontabs, 100 mg. (light blue) PYRIBENZAMINE® hydrochloride 
(tripelennamine hydrochloride C1BA) 
LONTABS® (long-acting 
i tablets CIBA) 


SUMMIT, N. J. { 2[2465mn 


: 
| 
| 
be . 
eu 
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ALLERGY ProBLEMS RELATED TO DENTISTRY 
J. Warrick Thomas, M.D., F.A.C.A., and Harold M. Syrop, D.D.S., 


Acute DruG REACTION DUE TO THE BARBITURATE FRACTION OF REDUCING PILLS 
Bernard M. Zussman, M.D., F.A.C.A., Memphis, Tennessee ................ 


ANAPHYLACTIC REACTION TO D.P.T. VACCINE CAUSED BY A SILK ANTIGEN 


PuystoLocic STUDIES WITH THE MEDIHALER-ISOPROTERENOL IN 
BrONCHOsPASTIC DISEASES 
Merrill M. Goldstein, M.D., Ernest O. Attinger, M.D., and Isaak Hapner, 


COMPARISON OF THE RATE OF ABSORPTION OF SUBCUTANEOUSLY AND 
INTRAMUSCULARLY INJECTED PHENOSULPHONPHTHALEIN 
Samuel J. Levin, M.D., F.A.C.A., F.A.A.P., William Roubeck, M.D, and 


ALLERGY TO ESTROGENS 


THE Rote OF AN ALLERGIST’S WIFE 
Homer Prance, VD. PAC AQ Houston; Texas: 


Mouse ALLERGY 
Alan H, Sorrell, M.D., and James Gottesman, M.D., F.A.C.A., New York, 


PRroGRESS IN ALLERGY: 
Bronchial Asthma VI (Conclusion) 
Leon Unger, M.D., F.A.C.A., and James H. Johnson, A.C.A. (Assoc.), 


EpItorIAL: 
Allergy and Heat-Regulatory Mechanisms 
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prevents asthmatic attacks 


AMESEC 


... combines sympathomimetic action 


with bronchorelaxing effect and sedation 
Hy 


Symptomatic relief throughout the day is usually 
maintained with 1 pulvule t.i.d. To prevent noc- 
turnal attacks, prescribe 1 pulvule and 1 ‘Enseal’ 
(Timed Disintegrating Tablet, Lilly) at bedtime. 
The delayed action of the ‘Enseal’ often assures 
your patient a symptom-free night. 


Each pulvule or ‘Enseal’ provides: 


Aminophylline 130 mg. 
Ephedrine Hydrochloride 25 mg. Available in bottles of 
‘Amytal’ (Amobarbital, Lilly) 25 mg. 100 and 500. 


725002 


ELI LILLY AND COMPANY e+ INDIANAPOLIS 6, INDIANA, U.S.A. 
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in 
asthma... 


air 


hurry 


4 protection from asthma for hours—with one convenient tablet 


Nephenalin 


Nephenalin® Nephenalin® 
(for adults) Each tablet contains: PEDIATRIC 
Aludrine 
10 mg. (Isoproterenol HC]; in coating) 5 mg. 
130 mg. (2 gr.) Theophylline 100 mg. (1% gr.) 
24 mg. (3% gr.) Ephedrine sulfate 12 mg. ( % gr.) 
8 mg. (% gr.) Phenobarbital 8 mg. ( \% gr.) 


Dose: Keep under tongue 5 minutes for rapid asthma relief; then swallow. 
Not more than | tablet in 4 hours, or 5 tablets per day. Bottles of 20 and 100. 


Shot. Leeming New York 17, NY. 
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recommend DeVilbiss 
when you prescribe 
TREATMENT FOR 
RESPIRATORY 
INFECTIONS 


a «> 


DeVilbiss 


has the right 
instrument for 
the correct 
application 
of your 
prescriptions. 


TO 10 HOUR 
OPERATION 
RETAIL’ 


FINE SPRAY ATOMIZER 


? 
NO. 44 NO.40 NO. 41 
MEDIUM /.}.,MAXIMUM | POCKET 
VOLUME VOLUME NEBULIZER 
NEBULIZER NEBULIZER {RETAIL 
NO. 114 RETAIL RETAIL $5.00 
2.50 3.50 
ALL PURPOSE ATOMIZER $ $ l 
SPRAYS ANY SOLUTION @eroso 


$6.95 


SPRAYS ANY SOLUTION a 
RETAIL. ..... $2.00 


THE DeVILBISS CO. jf 38 pocker tyre 
SOMERSET, PA. % POWDER BLOWER 
RETAIL... $1.50 
Since 1888 ... three generations of 
physicians have used and i nsu f fl ati on 


prescribed DeVilbiss. 


ALL PURPOSE 


INSUFFLATOR 
RETAIL... .$1.50 


A-42 


NON-CORROSIVE STEAM VAPORIZER STEAM VAPORIZEI 
SOLUTIONS TO 14 HOUR 
NO. 119 
LEO 
Spray 


jaintains the normal acid mantle of the skin ab creates 
fronment favorable. to and normal healing 


Yo 


SOAP IRRITATION WASTES SOUND DERMATOLOGIC THERAPY... RECOMMEND LOWILA. 


| 
. 
| 
avoid soap irritation... 
avoid soap irritation... 
_ The alkalinity of soap creates an environment favoring the — 
_ growth of fungi and bacteria. Lowila is soap free...does not | 
: contain free alkali or any other irritating soap components. = 
awila claancac tandar ar darmatitic withart irritation, 
» 
j 
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Because cosmetics may provoke or contrib- 
ute to edema of the nasal mucous membrane 
and turbinates, inhalation difficulties and 
other respiratory allergic reactions + + « 


* « « many physicians routinely recommend 
the use of Marcelle Hypo-Allergenic Cos- 
metics to protect their treatment of the aller- 
gic patient. Marcelle Hypo-Allergenic Cos- 
metics are compounded according to the 
highest standards of purity, quality and 
safety with known allergens and irritants & 
minimized or eliminated. 


>. 


Marcelle’s entire line of more than 40 differ- 
ent beauty preparations in a complete range 
of high fashion shades is available in either 
scented or unscented form. 

The original Hypo-Allergenic Cosmetics. First 
to be accepted by the Committee on Cos- 
metics of the American Medical Association. 


HY PO-ALLERGE 


FOR SENSITIVE AND ALLERGIC SKINS 


For formulae of Marcelle products, testing 
materials or consultation concerning special 
cases of cosmetic sensitivity, write to: 


MARCELLE COSMETICS, INC., 1741 NORTH WESTERN AVENUE, CHICAGO 47, ILLINOIS 


Distributed in Canada by 
PROFESSIONAL SALES CORPORATION 
2765 Bates Road e Montreal, Quebec, Canada 
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Nothing is 


quicker... 


Nothing is 


more effective... 


THE MEDIHALER PRINCIPLE 
Automatically measured-dose aerosol 
medications. In spillproof, leakproof, 
shatterproof, vest-pocket size dispensers. 
Also available in Medihaler-Phen™ 
(phenylephrine-phenylpropanolamine- 
hydrocortisone-neomycin) for prompt, 
lasting relief of nasal congestion. 


MEDIHALER-EPI 


Epinephrine bitartrate 7.0 mg. per cc., suspended 
in inert, nontoxic aerosol vehicle. Contains no 
alcohol. Each measured dose 0.15 mg. actual 
epinephrine. 

For quick relief of bronchospasm of any 
origin. Acts more rapidly than subcutaneous 
epinephrine in acute allergic reactions. 


MEDIHALER-1SO” 


Isoproterenol sulfate 2.0 mg. per cc., suspended 
in inert, nontoxic aerosol vehicle. Contains no 
alcohol. Each measured dose 0.06 mg. actual 
isoproterenol. 
Unsurpassed for rapid relief in asthma, bron- 
chiectasis, emphysema. 
Prescribe Medihaler medication with 


Oral Adapter on first prescription. 
Refills available without Oral Adapter. 


LOS ANGELES 
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Economical treatment of the many conditions 
amenable to ACTH therapy 


is easy to administer... 


Use Cortrophin-Zinc to provide relief in the 
100 or more conditions amenable to ACTH 
therapy. It’s economical because each injec- 
tion lasts at least 24 hours in the most acute 
cases, to 48 or even 72 hours in milder cases. 
It’s easy to handle, too, because it is an aque- 
ous suspension which flows freely through a 
26-gauge needle with no preheating. Clin- 
ically proven in thousands of patients, an 
advance in ACTH therapy. 


Available in 5-cc vials, each cc 
providing 40 U.S.P. units of 
corticotropin with 2.0 mg. zinc. 


*T.M.—Cortrophin 
FPatent Pending. Available in other 
countries as Cortrophine-Z. 


CORTROPHIN-ZINC 


an Organon development 


Organon INC. 
ORANGE, N. J. 


— 
=. 
: 


Creating a major drug with great new promise* = 

~*Coming soon from 

LEDER BC RATORIES DIVISION, =RICAN CYANAMID COMP PEARL RIVER, NEW YOR 


Formula: (in the coating) 20 mg. racephedrine 
HCl, 27.5 mg. pentobarbital, (in the core) 
200 mg. choline theophyllinate (Choledy]®). 


Indications: Bronchospasm associated with or 
due to asthma, hay fever, emphysema, bron- 
chitis, bronchiectasis, and to pulmonary in- 
fections in general. 


Average dosage: Adults, 1 tablet every 3 to 4 
hours. Children, 10 to 15 years of age, 1 
tablet every 4 hours. 


Supply: 100, 500 tablets 
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BRONCHOSPASM 


The excellent clinical results 
obtained with Cholarace are 
based on the superiority of 
each of its three compo- 
nents. Choledyl is better tol- 
erated than oral aminophyl- 
line. Racephedrine produces 
less CNS stimulation than 
ephedrine. Pentobarbital has 
faster and shorteraction than 
phenobarbital. 


aia 
NEPERA 


NeEpERA LABoraATORIES Div. 
Morris Plains, New Jersey 
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In many cases of allergy the “psychogenic 
component... must be treated before clinical 
improvement can be expected.””* 

When ‘Miltown’ was used to combat the 
emotional factor in a variety of stubborn 
allergic diseases 20 to 50 per cent of these 
problem patients “definitely improved.” 
‘Miltown’ effectively relieves anxiety and 
tension and desensitizes the patient emotionally. 


*Eisenberg, B. C.: Role of tranquilizing drugs in allergy. J.A.M.A. 163 :934, March 16, 1957. 


desensitizatio 


THE ORIGINAL MEPROBAMATE 


DISCOVERED & INTRODUCED BY 
| Lasoratonies 
= 


| NEW BRUNSWICK, NEW JERSEY 
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SKIN LOTION 


* 


is 


& 


LUBRICATING 
CREAM. 


BODY LOTION 


TERAS PHAEMACTAL COMPANY 


EANSING CREAM 


DUSTING 
POWDER 


EO 


x 
a DEODORANT CREAM 


LIQUID 
CLEANSER 


‘ 
} weve 


SHAMPOO 


| ‘a KR Cosmetics 
| specifically formulated to meet the rigid 
ally javertised only medical journals: 
For sample, literature and sources of supply 
TEXAS pHARMACAL COMPANY 
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easy to apply 


IMMOBILIZES 
HOUSE DUST 


Allergex seals and inhibits 
antigenic “old dust” in rugs, 
carpets, draperies, upholstery, 
toys, pets and other hiding places 
for allergically active dust. 


This emulsified film may be 
applied to any material that 
water will not harm... it is 
non-toxic and non-sensitizing.. . 
a single application is effective 
for approximately one year. 


Allergex is economical. 
lo pint. . . $2.50 

1 pint. . . $4.25 

1 quart . . $7.25 
Available at pharmacies or 
order direct. 


4 


Send for informative 
new folder on ‘‘Allergex 
for Allergenic House 
Dust Control.’’ 


Lae 


USE THIS CONVENIENT COUPON 
HOLLISTER-STIER LABORATORIES 


mE 2030 Wilshire Boulevard AA 
Los Angeles 57, California 
a ¥ Gentlemen: Please send me a copy of ‘‘Allergex for 


DOCTOR 


ADDRESS 


Chicago 2, Illino 


= 
“( 
BED LINENS 
THROW 
DIP 
| 
Spokane 3, Washington | 
Los Angeles 57, California 
Philadelphia 31, Pa. | 
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PLUS 


Phenaphen Plus is the physician-requested each coated tablet contains: Phenaphen 


combination of Phenaphen, plus an anti- Phenacetin(3gr)..... . 194.0 mg. 
Acetylsalicylic Acid (2% gr.) . 162.0 mg. 
histaminic and a nasal decongestant. Phenobarbital (4% gr.) . . . . 16.2 mg. 
Hyoscyamine Sulfate . . . . 0.031 mg. 
plus 
y Prophenpyridamine Maleate . . 12.5 mg. 
Available on prescription only. ry Phenylephrine Hydrochloride . 10.0 mg. 


Complete Stock of Pollens and 
Powdered Allergens 


Raw and/or processed materials for the Allergist and the Allergy Laboratory 
Allergy Division 
GREER DRUG & CHEMICAL CORP. 
P.O. Box 800—Phone PLaza 4-463! Lenoir, North Carolina 
SINCE 1904 
COMPLETE PRICE LISTS ON REQUEST 


Dependable Clean Dried Hayfever Pollens 
of All Kinds 
Guaranteed Correct Botanical Classification 
Powdered Allergens Ready for Extraction, 


Including Foods, Animal Hair and Dander 
and Miscellaneous Materials 


Reasonable Prices Send for Price List 


Cc. G. BLATT & COMPANY 
10810 East 26th Street Independence, Missouri 
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A single oral dose of 
Elixophyllin terminates acute 
asthmatic attacks in minutes 


after 30min. Vital capacity studies on 20 
| patients in acute asthmatic 
attack show the prompt and 
progressive increases 
following a single oral dose 
of Elixophyllin.' Severe 
attacks are usually terminated 
in 15-30 minutes, with 
excellent .to good response 
in 97 of 108 patients.'23.4 


Adult dose in severe attacks is 
a wineglassful (75 cc. or 5 
tablespoonfuls) containing 
400 mg. theophylline in hydro- 
alcoholic solution (alcohol 
20%). Children’s dosage — 
0.375 (¥%) cc. per lb. body 
weight. 


For day and night relief of 
chronic symptoms of asthma, 


emphysema, etc.: 3 tablespoon- 
fuls on arising, at 3 P.M., and 


. Spielman, D.: Ann. Allergy 15:270, 1957. on retiring. After tw 

. Kessler, F.: Conn. St. M. J. 21:205, 1957. 8 at two days, 
. Schluger, J. et al.: Am. J. M. Sci. 234:28, 1957. | reduce dosage gradually. 

. Greenbaum, J.: Ann. Allergy (in press). 


ELIXOPHYLLIN 


©fherman Leboralories 


Literature on request Detroit 11, Michigan 
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DRY POLLENS AND POWDERED ALLERGENS 
OF HIGHEST QUALITY 


Largest Variety of Pollens Available 


Our POLLENS are collected and stored in every possible 
detail according to the highest recommended standards. 


They are used by allergists and laboratories in every section 
of the United States; also in Canada, Mexico, and many other 
foreign countries. 


Our POWDERED ALLERGENS, dehydrated and defatted, are 
ready for immediate extraction or skin testing. We have a com- 
plete line of foods, epidermals, dusts, insects, and miscellaneous 
allergens. 


SHARP & SHARP 


Price lists on request. P.O. Box 18, Everett, Washington 


POLLENS: 
200 species, thoroughly dried, correctly named. 


POWDERED ALLERGENS: 


Epidermals, foods, dusts, insects, molds and miscellaneous allergens. 


DISTRIBUTION MAPS: 
Of all the important hay fever plants of the U. S. 


KODACHROME PICTURES: 


2” x 2” color slides of all the important hay fever plants. 
WRITE FOR PRICE LISTS AND LITERATURE 


STEMEN LABORATORIES, INC. 
Box 6306 Oklahoma City 11, Okla. 


...Allergen-Proof Encasings have been rec- 
ommended by physicians to their patients who are sen- 
sitive to house dusts and ¢o irritants found in bedding. 
Allergen-Proof Encasings for pillows, mattress and box 
springs will give many years of satisfactory service. They 
are washable, and can be sterilized by boiling. They are sold 
to patients only on your recommendation. 


Our instruction sheets for “House Dust Avoidance” and 
“Avoidance of Feathers” will help your patients attain a dust- 
free environment. Write for literature. 


ALLERGEN-PROOF ENCASINGS, | 


4046 SUPERIOR AVE. © CLEVELAND 3, OHIO 
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ALL DAY Smith, Kline & French Laboratories, Philadelphia, Pa. ALL NIGHT 


CAPSULES 


S.K.F. ANNOUNCES ALL-DAY OR ALL-NIGHT 
‘THORAZINE’ THERAPY WITH A SINGLE ORAL DOSE 


New ‘Thorazine’ Spansule 
capsules offer the proven 
efficacy of “‘Thorazine’ plus 
the advantages of all-day or 
all-night therapy with a 
single oral dose. Your pa- 
tients enjoy the convenience 
of only one or two doses 
daily. Because there is little 
risk of forgotten doses and 
consequent medication-free 
intervals, you have far better 
control over your patients’ 
course of medication. 


“Thorazine’ Spansule capsules are available in four 
strengths: 30 mg., 75 mg., 150 mg. and 200 mg. 


*T.M. Reg. U.S. Pat. Off. for chlorpromazine, S.K.F. 
tT.M. Reg. U.S. Pat. Off. for sustained release capsules, S.K.F. 


A-55 


| IN] 
“7 
~ 
= 
i 
\/ 
UNS 
3 
; 
4 
; 
} 
7 
‘ 


Index to Advertisers 


Please Patronize Our Advertisers First, and Mention ANNALS OF ALLERGY 
When Writing Our Advertisers. 


Leeming, Thos., & Co., Inc. 


Abbott Laboratories 


Allergen-Proof Encasings, Inc, 
(Encasings for Pillows, Mattresses 
and Box Springs) .................... A-54 
Allergists Supply Co. 
(Specialties for the Allergist)........ A-58 


Ayerst Laboratories 
(“Theruhistin®’—S.A. ) 
Blatt, C. G., & Co. 
(Pollens and Powdered Aller- 
gens) 
Borden’s Prescription Products 
Division 


...A-18, A-19 


A-35 
Brewer & Co., Inc. 
Burroughs Wellcome & Co. 
Center Laboratories, Inc. 
(Allergenic Extracts) .................. A-26 
Ciba 
(Pyribenzamine® Lontab®) ........ A-38 
Dalare Associates 
DeVilbiss Co. 
(Atomizers, Nebulizers and 
Dome Chemicals, Inc. 
Fellows-Testagar Co. 
(Felsules®, and Ascorbacaine 
Fleet, C. B., Co., Inc. 
Greer Drug & Chemical 
Corporation 
(Pollens and Powdered 
Grocery Store Products Co. 
Hollister-Stier Laboratories 


Jackson-Mitchell Pharmaceuticals, 
Inc. 
(Meyenberg Goat Milk) 
Johnson & Johnson 
(Baby Lotion)........ Insert facing — 


Knoll Pharmaceutical Company 


Lederle Laboratories 
(New Products)........ A-23, A-33, 


A-41 
Lilly, Eli, & Co. 

Luzier’s, Inc. 

McNeil Laboratories 

(Clistin® Maleate)... A-21 
Marcelle Cosmetics, Inc. 

(Marcelle® Hypoallergenic 

Nepera Laboratories 

(Biomydrin® Nasal Spray). .......... A-6 

Organon, Inc. 

A-46 
Parke, Davis & Co. 

A-27 
Riker 

Robins, A. H., Co., Inc. 

(Dimetane®) A-12, A-13 

(Phenaphen® Plus) A-52 

Schering Corporation 

Sharp & Sharp 

(Dry Pollens and Powdered 

Sherman Laboratories 

(Elixophyllin) .......... A-36, A-37, A-53 
Smith, Kline & French 

Laboratories 


(Thorazine Spansule Capsules)....A-55 
Stemen Laboratories, Inc. 
(Pollens and Powdered 


Texas Pharmacal Co. 
(Allercreme Hypo-allergenic 
Thomas, Charles C 
Wallace Laboratories 
Warner-Chilcott 
Westwood Pharmaceuticals 
A-43 
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Creating a major drug» great new promise* 


SPECIALTIES FOR THE ALLERGIST 


COOKE ALLERGY SYRINGE asbestos packed 
Supplied with indestructible enamel graduations 


No. 20—Complete Syringe, graduated in 1/20 c.c. No, 22—Glass Barrel, graduated in 1/20 cc 
No. 21—Complete Syringe, graduated in 1/100 c.c. No. 23—Glass Barrel, graduated in 1/100 c.c. 


Ungraduated Syringes and Barrels available (also all Glass Tuberculin Syringes). 


For other illustrated items, please refer to our “Ads” in previous issues of The Journal 
of Allergy and Annals of Allergy. Catalog describing our other allergy items will be 
sent upon request. 


Thirty-seven Years of Service to the Profession 


ALLERGISTS SUPPLY CO., Inc. y 
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Antipruritic 

INCORPORATED Antiallergic 
Bactericidal ( 

ACID MANTLE 

VEHICLE Fungicida 


Creme 


QUIN’ 


ACID MANTLE® - hydrocortisone - stainless ta diiodohydroxyquinoline — 


an inflammatory reaction was accompanied by i 
_ creased scaling and lichenification with secondary 
__ infection such as is seen in seborrheic dermatitis, atopic 


109 WEST 64 ST., NEW YORK 23, N.Y. 
665 N. Robertson Blyd., Los Angeles, Calif. 
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Sig: Apply b. i 
CREMEF 1% either 0.5% or 1.0% hydrocortisone. 


More and more doctors are coming to realize 


that the problems of many of their patients can 
by answered by the intelligent use of the right 


cosmetics. 


Frequently, disfiguring marks can be effectively 
concealed with a resultant improvement in the 
subject's general outlook on life. 


There are many periods in a woman's life when 
an interest in improving-her appearance goes a 


long way towards restoring a sense of well-being. 


We suggest that a normally healthy person 
enjoys looking attractive as well as feeling fit. 


We also suggest that the services of a Luzier 
Cosmetic Consultant can be of help in all cases 


where a restoration of self-confidence is a factor. 


Luzier’s Inc., Makers of Fine Cosmetics & Perfumes 


GIE 


KANSAS CITY 41, MISSOURI 
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